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KENT iNTRODUCE THE FIRST EVER 


100% 


BACTERIA-PROOF 
| FILTER 


FITTED IN A HOSPITAL VACUUM 


*The KENT 


WHAT IS SO DIFFERENT ABOUT THE KENT FILTER? 


Its remarkable 100% effectiveness. Kent research over the 
past three years has been towards the development of a filter 
that would allow free air flow yet be capable of filtering 
and retaining 100% of all bacteria drawn into the machine. 
Bven 99% effectiveness could mean that a great number 
of micro-organisms are re-circulated in the atmosphere, 
but according to reliable reports the KENT MICROSTAT 
is 100% bacteria-proof and EXHAUSTS STERILE AIR. 


WHO DEVELOPED IT? 


The Kent Company oi America. After an official enquiry 
into the problems of cross-infection, the U.S. Federal National 
9 Institute of Health invited the Kent Company to co-operate 
4 in the development ef a suitable filter. Earlier this year 
4 the Kent Microstatic Impaction Filter was porfected, and 
exhaustive American tests by leading authorities in this 
fieldt have conclusively proved that it gives 100% retention 
of any bacteria which might be attached to dust particles. 


“4 tJ.AM.A. 170: 261, 1959 (and further research data to 


7 be published) 


HAS IT BEEN TESTED IN THIS COUNTRY? 


Yes. By various hospital bacteriologists who have 

on their findings to Hospital Management Committees. It 
has been offered for test to the Ministry of Health, and the 
Microstat machine is at present undergoing a mechanical 
test in the Ministry of Works. Kent will loan, entirely 
without obligation, a MICROSTAT to any hospital wishing 
to carry out their own tests 


WHAT IS THE LIFE OF THE FILTER? 


The filter is a bacteria trap of an essential physical nature 
and as such doés not quickly lose its effectiveness. Continuous 
tests have so far been unable to detect any reduction in 
eticiency whatsoever 


* “ Hospital Sepsis—A Communicable Disease ” 

The new and most informative American film dealing 
with the problem of cross-infection was made in the 
U.S.A. under the auspices of three leading medical 
associations and was sp d by Joh & Joh 
Lid. The film is exciting mech comment and creating 
intense interest. 

The Microstat Vacuum Machine, now being manufac- 
tured in Great Britain by the wholly British Kent 
Company, plays a leading part in the film and the latest 
Kent floor cleaning techniques are prominently featured. 


FLOOR MACHINE CO. LTD. 


SPEKE LIVERPOOL, 24. GARSTON 5171/2 


Unique 
Comprehensive 


Treatment 
for 


WOUNDS 
DERMATOSES 
ULCERS 


TRIPLE ACTION 


* CONTROLS INFLAMMATION 


by reducing erythema, oedema and pruritus 
without systemic effects or local inter- 
ference with the healing process. 


** CLEARS INFECTION 
by destroying both gram-positive and gram- 
negative organisms and preventing further 
bacterial invasion. 


*** CLEANS THE LESION 


by removing necrotic tissue, crusted cell 
debris and exudates. Exposes wound sur- 
faces to full effects of the anti-infective and 
anti-inflammatory agents. 


Formula: 

Each Gramme contains : 

* Hydrocortamate Hydrochloride 1.25 mg. 

** Neomycin Palmitate 3.5_ mg. 

*** Proteolytic Activity. 10,000 Armour Units 
in a water-miscible ointment base. 


Available in tubes of 5 G. Basic N.H.S. Price  6/8d. 
in tubes of $ oz. (14.2 G.). Basic N.H.S. Price 16/8d: 
ARMOUR PHARMACEUTICAL CO. LTD. 
EASTBOURNE, SUSSEX. 
Telephone : Hampden Park 740 
Telegrams & Cables: ARMOLAB, Eastbourne. 


A\ Armour means protection 
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RESULTS OF TREATMENT IN MALIGNANT HYPERTENSION 
A SEVEN-YEAR EXPERIENCE IN 94 CASES 


M, HARINGTON, M.R.C.P. 


PRISCILLA KINCAID-SMITH, M.B., M.R.C.P., D.C.P. 


AND 
J. McMICHAEL, M.D., F.R.C.P., F.R.S. 
From the Department of Medicine, Postgraduate Medical School of London 


(WitH SPecIAL PLATE] 


Eight years have elapsed since the introduction of 
ganglion-blocking agents in the treatment of severe 
hypertension. Various reports have been published 
dealing with immediate and short-term results, and the 
time seems opportune for a detailed survey of the 
achievements over a longer period of years. The present 
report deals exclusively with malignant hypertension 
under this treatment, and the course of the treated cases 
is compared with a control series taken from Hammer- 
smith Hospital over the period 1935-56 (Kincaid-Smith, 
McMichael, and Murphy, 1958). Although a “ double- 
blind” trial on alternate cases might have been more 
convincing, early amelioration of cardiac failure and 
blindness in treated patients ruled out this method on 
ethical grounds. The expectation of life in our control 
series did not differ significantly from that observed 
previously by Keith et al. (1939) and Schottstaedt and 
Sokolow (1953). 
Material 

The series comprises 82 patients with malignant 
hypertension. This total includes all cases seen at this 
hospital in the years 1951-7 inclusive in which malignant 
hypertension was diagnosed and in which an attempt 
was made to treat with ganglion-blocking drugs. The 
diagnosis of the malignant phase of hypertension was 
based on the presence of papilloedema in 81 cases. In 
one case, which pursued a rapidly downhill course with 
uraemia, post-mortem examination showed definite 
lesions of malignant nephrosclerosis ; in this case there 
was a florid retinopathy with haemorrhages and soft 
exudates, although no papilloedema was observed during 
life. 

In addition to the 82 cases which are the subject of 
this report, 12 patients were diagnosed as having 
malignant hypertension during the period under review 
but were not treated with ganglion-blocking agents. 
These patients were all admitted to hospital in the 
terminal phase of their illness, moribund or with such 
severe renal failure that no therapy was of any avail. 
They are not further considered, except to arrive at 
an estimate of the over-all prognosis of malignant 
hypertension under present conditions. 

Sex and Age.—Of the 82 patients, 52 (63%) were male 
and 30 (37%) female. The age distribution is shown in 


Cc 


Text Fig. 1. Ages ranged from 9 to 76 years, the 
greatest incidence being in the sixth decade. This age 
distribution is similar to that of the control series 
(Kincaid-Smith, McMichael, and Murphy, 1958), but 
the present series shows a greater preponderance of male 
over female patients. 


Aetiological Diagnosis 
In Table I the cases are grouped according to 
aetiology so far as is possible. The diagnosis was 
confirmed at necropsy in 42 of the 56 fatal cases; for 
the remainder the clinical diagnosis is given. Where an 


No. of cases 


a | - Total (82 patients) 

-Female(3O0 ) 

24+ 

20+ 

16+ 

12 


T 


20 30 40 50 60 70 #80 
Age in years 


Text Fic. 1.—Age and sex distribution of the 82 cases of treated 
malignant hypertension. 


associated renal condition, such as pyelonephritis or 
hydronephrosis, was found either clinically or at 
necropsy this has been recorded as the primary 
diagnosis. Only 45% of patients were considered to 
have essential hypertension ; this figure may be further 
reduced in the future, since more recently the 
introduction of abdominal aortography and needle 
biopsy of the kidney has improved our capacity to 
recognize underlying renal lesions. 

The frequency of renal arterial occlusion (8.5%) in 
this series is noteworthy. This diagnosis has been 
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Taste I,.—Aetiological Diagnosis in 82 Cases of Malignant 
Hypertension 


| 
Total Cases | Diagnosis 


Clinical Diagnosis Male | Female | — —| Confirmed 
| No. % | P.M. 
Essential 24 13 } 37 | 450 16 
Post-pregnancy — 3 3 37 i 
Chronic pyelonephritis | 6 | 8 14 17-0 8 
Renal arterial occlusion 6 1 7 8-5 7 
Polyarteritis 3}; — 3 | 37 3 
Chronic glomerulonephri- | | | } 
tis type I 3 -- 3 | 37 2 
Chronic glomerulonephri- 
tis type I 1 2 24 
Hydronephrosis . . 2 a 2 24 =| 1 
Disseminated lupus ery- | | 
thematosus — 1-2 
Renal vein obstruction | 1-2 1 
Renal amyloidosis with | | 
pyelonephritis | 1 — | l | 1-2 I 
Renal arterial occlusion 
with pyelonephritis 1-2 i 
Unilateral rena] disease ? 
nature ‘ 3 i | 49 
Renal hypertension ? cause 2 1 3 3-7 =o 
Total 52 | 30 | 82 | 42 


recorded only when it was proved at necropsy, and the 
true incidence may be higher than that shown. It is 
becoming increasingly clear that, when the condition 
is specially looked for, obstruction of the arterial supply 
to the kidney is a commoner association of hypertension 
(particularly when in the malignant phase) than has 
hitherto been recognized (Poutasse and Dustan, 1957). 

The 7 cases classified in Table I as having renal 
hypertension of uncertain nature are a group in which 
there was a good reason to suspect the presence of an 
underlying primary renal disease, either from the history 
or from abnormal appearances on pyelography, but in 
which there was no ante- or post-mortem confirmation 
of the exact nature of the condition. 


Method of Treatment 


The basis of treatment in every case in this series was 
the administration of ganglion-blocking drugs. Initially 
hexamethonium was used; it was always given by 
subcutaneous injection, since absorption from the oral 
route is poor and irregular (Harington, 1953). When 
pentolinium was introduced this drug was usually 
employed in preference to hexamethonium, owing to its 
slightly longer duration of action (Smirk, 1953). 
Pentolinium may also be absorbed irregularly from the 
gastro-intestinal tract, and. for this reason was also 
always given parenterally. More recently mecamylamine 
has been used by the oral route, since it is fully and 
reliably absorbed. 

The malignant phase of hypertension is considered as 
a medical emergency, and it has been the rule to start 
hypotensive treatment immediately the patient is 
admitted to hospital. Treatment is usually begun with 
pentolinium subcutaneously, as it is easier by this means 
to bring the blood pressure rapidly under control ; when 
a measure of control has been achieved a preparation 
suitable for oral use (e.g., mecamylamine, pempidine), 
may be introduced as maintenance treatment. 

Reserpine has been shown to increase the sensitivity 
of hypertensive patients to a ganglion-blocking agent 
(Harington, 1956) ; the side-effects from parasympathetic 
blockade are not correspondingly increased. In 31 cases 
in this series treatment was with a rauwolfia alkaloid in 
addition to ganglion-blocking drugs ; at present reserpine 
is usually given in a dose of 0.1 mg. thrice daily, since 
at this level of dosage serious side-effects, including 
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depression, have been less troublesome. Early 
unconvincing experience with hydrallazine (Khan, 1953) 
gave us no special encouragement in its use. It was, 
however, given to four patients, but in only one of these 
was there evidence that adding this drug to the patient’s 
regimen had any beneficial effect. 

Dyspnoea and heart failure were treated with 
digitalis in addition to hypotensive drugs; 36 cases 
received either short or prolonged courses of digitalis, 
and six also had injections of mercurial diuretics. Except 
when cardiac oedema was present, sodium restriction 
was not enforced and a normal diet was allowed. 


Two patients had been subjected to surgery at an 
early stage of their illness ; one had a nephrectomy for 
hydronephrosis, and another underwent sympathectomy. 
Neither of these operations was effective in lowering the 
blood pressure adequately, and subsequent ganglioplegic 
treatment was necessary. 


Control of Treatment 


The objective in treatment was to reduce the blood 
pressure in the standing position to a trough approaching 
“normal,” and to repeat the dose frequently enough to 
achieve this level again when the pressure began to 
approach the control level. Patients would seldom 
tolerate a dosage which kept the pressure at a “ normal” 
level all the time. Pressure levels were thus allowed to 
fluctuate from troughs of 120-140 mm. Hg. systolic to 
200 mm. or over. Some relief from extreme ganglion 
blockade during the 24 hours made life more tolerable. 
The systolic pressure was found to be a useful and 
reliable index of therapeutic efficacy, the diastolic being 
much more difficult to determine with accuracy when 
the pressure was at a low level. At night larger (often 
double) doses were given with the object of keeping the 
pressure down even in recumbency, and this often 
achieved some postural hypotension on rising in the 
morning. Elevating the head of the bed at night was 
seldom necessary, though patients were encouraged to 
sleep well propped up on pillows. 

Patients were given precise (usually written) 
instructions to help them to cope with the problems 
arising during treatment. They were seen at intervals 
ranging from weekly at the beginning to three-monthly 
as they became more expert in self-care. The blood- 
pressure response was measured at each attendance, 
noting the time interval since the last dose, and adjust- 
ments to dosage were made to ensure a suitable 
quantitative response. 

Various pharmacological aids helped with the 
troublesome parasympathetic paralysis. Of these the 
most valuable were pyridostigmine in doses of 60-180 
mg. daily, which improved bowel action, and bethanechol 
(25 mg.), which increased the secretion of saliva. Special 
spectacles were prescribed for use at the time of 
maximum paralysis of accommodation. 


Complications and Side-effects 


Side-effects due to paralysis of parasympathetic 
ganglia were encountered in all patients. The elimination 
of ganglion-blocking drugs from the body is reduced in 
the presence of renal failure, and _ side-effects, 
particularly on the bowel, may be enhanced in uraemic 
patients. Five patients in this series suffered severe 
episodes of frank paralytic ileus even under hospital 
supervision, three of these when in the terminal stages 
of uraemia. 
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loxic effects of mecamylamine on the central nervous 
system, as first reported by Schneckloth et al. (1956) and 
Deming et al. (1957), were observed in seven cases 
(Harington and Kincaid-Smith, 1958). The symptoms 
of toxicity have been tremor, affecting all limbs and the 
trunk, associated with slurred speech, increased 
muscular tone, and brisk tendon reflexes, with or 
without accompanying mental symptoms (confusion, 
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Text Fic. 3.—Survival in patients with treated malignant hyper- 


tension according to renal function at time of diagnosis. 


hallucinations, delirium). They occurred in patients on 
high doses of mecamylamine and in the presence of 
impairment of renal function. 

The occurrence of solid oedema of the lungs in 
patients on hexamethonium treatment (“ hexamethonium 
lung ”’) is discussed below with the radiological findings. 


RESULTS OF TREATMENT 
I. Effect on Survival and Mortality 


The length of survival in the series of 82 treated cases, 
calculated from the date of diagnosis of malignant 
hypertension, is shown in Text Fig. 2. The results in 
this and succeeding figures were calculated by the 
method of life tables (Hill, 1955). The survival rate is 
compared with that of the control series. These results 
show an over-all survival rate in the treated group of 
50% at one year, 33% at two years, and 25% at four 
years, as compared with a 90% mortality in the first 
year in the untreated cases. When drawn on a 
logarithmic scale the curves in Text Fig. 2 are found 
to run nearly parallel; the results of treatment may 
therefore be expressed in another way by saying that the 
effect has been to increase the expectation of life of 
the treated patients by a factor of six to eight times that 
expected from the control series. 

Text Fig. 3 separates the severely uraemic from the 
others in the treated series. The considerable prognostic 
importance of renal function at the time of diagnosis is 
clearly seen: the heavy mortality during the first year 
falls largely in the group with grossly impaired renal 
function (13% survival at one year in this group, as 
compared with 73% survival over the same period in 
those with an initial blood urea level under 60 mg. per 
100 ml.). The survival rate in untreated cases with 
initial blood urea below 60 mg. per 100 ml. is shown 
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Text Fic. 4.—Comparison of survival in treated and untreated 
patients with malignant hypertension and blood urea less than 
60 mg. per 100 ml. at time of diagnosis. 
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for comparison in Text Fig. 4, which demonstrates the 
substantial prolongation of life by treatment in this 
group. 

Text Fig. 5 shows the survival rate in the treated series 
with the patients grouped according to whether control 
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Text Fic. 5.—Survival in patients with treated malignant hyper- 
tension according to degree of blood-pressure control. 
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Text Fic. 6.—Survival in patients with treated malignant essential 
hypertension compared with patients in whom there was 
underlying renal disease. 
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of blood pressure was judged to be adequate or not. The 
standard of “ adequacy ” was a reduction of the standing 
systolic pressure to 160 mm. Hg. or less in the trough 
following dosage, and satisfactory maintenance of such 
hypotensive responses at out-patient attendances. There 
was no difference in survival rate between the two groups 
in the first year of treatment—this was accounted for by 
the early deaths from uraemia in each group—but after 
one year the adequately controlled patients had a better 
prognosis. 

There was no difference in over-all survival between 
those patients with essential hypertension and those with 
a diagnosis of hypertension secondary to renal disease 
(Text Fig 6). However, when uraemia had become 
established the progress of the disease was slower in 
those with primary renal disease than in patients with 
malignant essential hypertension (Text Fig. 7), a finding 
which had also been noted in the control series. 

In Text Fig. 8 the 12 patients with malignant hyper- 
tension who were too severely ill for any hypotensive 
treatment are included with the 82 treated patients, in 
order to form a comprehensive assessment of the over-all 
prognosis of malignant hypertension since treatment 
became possible. The extreme gravity of the disorder is 
apparent. 

Causes of Death 

Death occurred in 56 cases. In 50 the cause of death 
is known, and these are shown in Table II, in which the 
relative frequency of the various causes is compared 
with that in the control series. The chief differences 
are the diminished incidence of heart failure in the 
treated group (particularly in uraemic patients) and the 
increased frequency of death from uraemia uncom- 
plicated by heart failure. 

Text Fig. 9 shows the deaths from uraemia and from 
cerebrovascular catastrophes according to the time of 
their occurrence in months after the date of diagnosis. 


100 


90 


TREATED MALIGNANT HYPERTENSION 


Survivol rate in coses with blood urea 
60mg. mi. or over at diagnosis 


SURVIVAL RATE (percent) 
oa 


Renal hypertension (24 cases) 


Te) \ 


Essential hypertension (13 cases) 


1 1 1 
oO I 2 3 4 5 6 
YEARS 


Text Fic. 7.—As in Text Fig. 6, including those cases with blood 

urea of 60 mg. per 100 ml. or over at time of diagnosis. Note 

that survival is consistently longer in the “renal” than in the 
“ essential ’’ malignant hypertensives. 
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The majority of deaths from uraemia took place within 
the first eight months, whereas the cerebrovascular 
deaths were spread out more evenly over two years. 
Analysis of the 10 deaths from cerebral haemorrhage 
reveals that in 9 the blood pressure was not under 
control at the time of the terminal illness, even if it had 
responded satisfactorily to treatment at 


an earlier period. In one case cerebral nae ante 
haemorrhage occurred nine days after 4 
hexamethonium had been stopped on 


account of pulmonary complications. 


Il. Effect on Symptoms and Signs lOF 


Headache BL 

A history of severe headache was 
present in 52 cases at the time of 6} 
diagnosis of malignant hypertension. In - 
43 of these there was definite relief of 4+ 
this symptom, which was often dated b 
from the first dose of a ganglion- 2} 
blocking drug. It is of interest that in q 
30 cases there was no complaint of head- 06 


hexamethonium and then with pentolinium subcutaneously. 
Her headaches, which had been very severe, were completely 
relieved at once, and the retinal changes receded over a 
period of six months. In 1957, after a period of six years 
during which her hypertension had been well controlled 
and she had been symptom-free, it was decided to change 
from a regimen of pentolinium injections to oral 


Cause of death 


|_| = Uraemia 
V/A = Cerebrovascular accident 


ache at any time during the illness; O-2 


absence of headache was more common 
in the older age group, as noted in the 
control series. 

Headaches may, however, recur during periods of 
inadequate blood pressure control. One patient had to 
raise the head of the bed in order to eliminate persistent 
morning headache. Another patient gave an interesting 
history of the relation of headache to the severity of 
hypertension. 

A woman aged 30, who developed malignant hyper- 
tension after a pregnancy in 1951, was treated first with 
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Text Fic. 8.—Survival in all cases of malignant hypertension seen 
in the period 1951-7. Survival rate in treated patients is 
for comparison. 


* pressure is first being brought under control. 


3-5 6-8 9-11 12-14 15-17 18-20 21-23" 30 


Months after starting treatment 


Text Fic. 9.—Deaths from uraemia and from cerebrovascular accidents according 
to the date of their occurrence after starting treatment. 


mecamylamine. During the time of transfer her blood 
pressure escaped from control and reached levels of 
230/140 mm.; simultaneously she complained of a 
recurrence of headaches similar to those at the onset. Both 
the blood pressure and headache responded to an increase 
in dosage of mecamylamine, and she has had no complaint 
since, 

Smirk (1957) mentions the occurrence of headaches 
during the acute hypotensive phase when the blood 
This was 
only a rarely a complaint in our series. 


Functional Capacity 

An attempt was made to assess the degree of 
restoration to previous functional activity in those 
patients in whom at least three months’ treatment was 
possible—that is, excluding those who died in less than 
three months from the time of diagnosis of the malignant 
phase. Out of 65 such patients, information is available 
for 62, and the results are shown in Table III. 


Tasie II.—Cause of Death in 50 Cases 


No. of ° % Found in 
Cause of Death Cases % Control Series 

Uraemia i 20 0 17 
Cerebral haemorrhage 10 20 
Other cerebrovascular catastrophes 2 4 
Uraemia and heart nee. . 7 14 48 
Heart failure : 3 6 13 
Dissecting aneurysm 3 6 1 
Gastro-intestinal haemorrhage (with 

uraemia) .. 2 
Cardiac infarction .. 1 2 1 
Ruptured mesenteric aneurysm 1 2 
Bronchopneumonia R 1 2 

Cause of death not known 6 


Tasie III.—Effect of Treatment on Functional Capacity (Patients 
Living at Least Three Months) 


No. of Patients 
Able to resume previous work or activity .. : 30 
Able to work but lighter job . ¥e ae 4 
Discha' home, to work 25 
Died in jital 3 
62 
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Visual Symptoms and Fundi 

In 49 cases symptoms of visual disturbance were 
present at the time of diagnosis of malignant hyper- 
tension. The gravity of the visual disability was 
related to the degree and extent of macular involvement. 
Where this was more severe in one eye than the other 
the impairment of vision was correspondingly greater 
on that side. Peripheral patches of retinitis seldom 
interfered subjectively with vision. Improvement in 
visual acuity occurred in most patients and corresponded 
well with the clearing of macular changes. The 
improvement in vision was offset to some extent by 
the paralysis of accommodation caused by ganglion- 
blocking drugs, but this could usually be corrected with 
spectacles. In one patient a transient attack of cortical 
blindness due to insufficiency in the basilar arterial 
system was precipitated by rapid lowering of blood 
pressure. 

The changes observed in the appearance of the fundus 
oculi during treatment are summarized in Table IV. It 
is seen that papilloedema cleared completely in 37 cases, 
and that this outcom. was commoner in those with 
relatively little impairment of renal function at the start 
of treatment. When papilloedema receded it commonly 
did so early, as shown in Table V. Haemorrhages and 


Taste I1V.—Effect of Treatment on Fundi 


Grading* Blood Urea at Start of Treatment 
when Patient Total 
Last Seen < 60 mg./100 mi. 60 mg./100 ml. or Over 
.. ae 20 3 23 
‘ 6 8 14 
TV improved : 6 12 18 
TV no change or worse 12 ; 14 26 
Total se 4s 37 81 


* Grading according to Wagener and Keith (1939). N.B.—One patient 
not included (developed glaucoma). 


Taste V.—Duration of Treatment Before Papilloedema Cleared 


Months No. of Cases 
Lessthan 
1 8 
2 14 
3 5 
4 2 
5 4 
6 4 
7-12 2 
Over 12 2 


Taste VI.—Length of Survival Correlated with Changes Noted in 


Fundi 
Died Surviving 

Papill- Standard Standard 
oedema No or | | Sanda No. of Pp... Deviation 
Patients | (Months) | from Mean Patients | (x4 snths) Mean 
| (Months) | a | (Months) 

Clearing 20 16 +187 17 42 +269 

Unchanged 
or worse 22 5 +45 4 17 +135 


Taste VI.—Effect of Treatment on Dyspnoea in 73 Cases 


Worse and 
Improving | No Change Worse Nocturnal 
Before Treatment (No of (No. of (No of Dyspnoea 
Cases) (Cases) Cases) (No. of 
Cases) 
None ae 17 2 5 
Effort ee 7 9 1 6 
Nocturnal ee 26 


* Nocturnal dyspnoea recurred terminally in 7 cases. 


exudates cleared rather more slowly; it was not 
uncommonly six months or longer before the last traces 
of hard exudate had disappeared from the fundi. It 
was occasionally observed that papilloedema and 
retinitis only began to improve after an initial period of 
further deterioration even though treatment had been 
begun. The patients who went downhill and died in the 
early months of treatment often failed to show clearing 
of papilloedema. Improvement in the fundi was 
associated with a better prognosis (Table VI). 


Table IV includes 6 cases in which papilloedema 
cleared, only to reappear again at a later stage. This 
relapse could usually be correlated with the development 
of a phase in which the blood pressure was difficult to 
control, although in yet other cases escape from pressure 
control was not associated with any retrogression of the 
fundi. One case was of interest in that papilloedema 
recurred and persisted in spite of strenuous efforts at 
reduction of blood pressure. 


A woman aged 55, who had an inferior vena cava 
thrombosis with obstruction to the renal vein draining a 
solitary kidney, developed malignant hypertension in April, 
1955. She was treated with pentolinium, and after two 
months papilloedema had cleared. She was later given 
mecamylamine, on which drug her blood-pressure readings 
were usually 200/110 mm. Hg sitting, falling to 160/100 mm. 
standing up. In April, 1957, papilloedema and florid 
retinitis recurred, and persisted until her death 18 months 
later, in spite of treatment with subcutaneous pentolinium, 
to which her blood pressure was fully sensitive. 


Dyspnoea 

The incidence of dyspnoea has been analysed in 73 
cases (Table VII). The most remarkable effect of treat- 
ment was on paroxysmal nocturnal dyspnoea, which 
was relieved in every case in which it was present. It 
recurred terminally in 7 out of 26 cases, however ; this 
was associated with uraemia in 3 and with “ hexa- 
methonium lung” in 2 cases. Treatment was less 
successful in improving effort dyspnoea, although one- 
third of the patients had definite relief of this symptom. 

It should be emphasized that treatment in this group 
was not confined to the use of hypotensive agents; 
digitalis was used in the majority, and mercurial diuretics 
were added where indicated. 


Angina 

Ischaemic cardiac pain was recorded in only 5 cases 
(6%). In 3 of these a clinical attack of myocardial 
infarction occurred. In 3 other patients, who gave no 
history of anginal pain, post-mortem examination 
showed the presence of areas of old cardiac infarction. 
There was no evidence that hypotensive drugs either 
improved or aggravated anginal pain in this particular 
series, but experience in other patients suggests that 
they should be used with caution. The low incidence 
of clinical ischaemic heart disease in the malignant 
phase of hypertension was noted in the control series 
(Kincaid-Smith, McMichael, and Murphy, 1958). 


Congestive Heart Failure 

Congestive heart failure, as indicated by a raised 
jugular venous pressure and oedema, was present in 17 
cases at the outset. After treatment the signs of heart 
failure disappeared altogether in 14 of these cases, 
although they recurred terminally in 4. Treatment was 
with digitalis and mercurial diuretics in addition to 
hypotensive drugs. 
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In 62 cases congestive failure was known to be absent 
at the time when treatment was started. In 3 of these 
a transient episode of heart failure was observed soon 
after effective hypotensive treatment had been begun, 
necessitating the addition of digitalis and diuretics to the 
regimen. This complication was associated with the 
development of atrial fibrillation in one case; in the 
other two the possibility must be considered that 
reduction of glomerular filtration by ganglion-blocking 
agents could promote fluid retention and the appearance 
of heart failure (Fraser and Lowe, 1954). 

Ten patients, who had not had congestive failure 
previously, developed oedema and a raised jugular 
venous pressure in the terminal stages of their illness. 
These patients were uraemic, sometimes with severe 
terminal oliguria and often with marked anaemia, while 
their blood pressure was in many cases well under 
control. In one case a terminal episode of heart failure 
was due to myocardial infarction. 


Heart Sounds 

Because of the difficulty of obtaining reliable 
and detailed evidence on heart sounds from hospital 
records, only those cases which were documented 
personally and in which phonocardiographic recordings 
were made are considered here. Such observations were 
available on 24 patients. 

All 24 patients had an atrial sound when first 
examined. In 12 this persisted unchanged after 
treatment. In the other 12 serial phonocardiography 
showed that treatment resulted in movement of the 
atrial sound closer to the first sound; in 3 cases it 
became incorporated into the first sound as an “atrial 
component.” This change in the atrial sound is 
discussed more iully elsewhere (Kincaid-Smith and 
Barlow, 1959): it accompanied improvement in the 
clinical condition, and frequently occurred in the first 
few days or weeks of treatment. 

A third heart sound was present in the phonocardio- 
gram in 12 of these 24 cases. In 5 cases it disappeared 
after a few weeks’ treatment. It persisted after 
treatment in 5 (one a girl of 16 in whom a third sound 
may well be physiological). Two patients who did not 
have a third sound when first examined developed this 
sign with congestive heart failure in the terminal stage 
of their illness. 

Atrial Fibrillation 

Atrial fibrillation was present at the time of diagnosis 
of the malignant phase of hypertension in 4 out of 82 
patients. In one of these there was associated rheumatic 
mitral valve disease, proved at necropsy. The remaining 
3 had essential hypertension ; the blood pressure was 
difficult to control in all, but they lived for periods of 
18, 19 (still alive), and 45 months, respectively, after 
diagnosis. In addition to these 4 patients, 3 developed 
atrial fibrillation in the terminal months or weeks of 
their illness. The ages of the 7 patients who had atrial 
fibrillation ranged from 42 to 64 with a mean of 54 
years; 5 were male and 2 female. 


Pulsus Alternans 

Alternation of the pulse was recorded initially in 5 
patients. This figure, however, almost certainly does 
not represent its true incidence in the series. Of the 6 
patients in whom it was noted, one is still alive after 32 
months ; the others died after periods ranging from 2 
to 14 months (mean 6 months). 


Records are not 


sufficiently detailed to assess the effect of therapy on this 
physical sign, which can, on occasion, be transient even 
in the absence of any special treatment. 


Electrocardiogram 
The changes observed in the E.C.G. during treatment 
are summarized in Table VIII for 60 cases in which 
two or more records were available. The criteria for 


Taste VIII.—Changes in E.C.G. During Treatment 


] 
} E.C.G. Normal E.C.G. Showing Left 
| Ventricular Hyper- 


Outset trophy at Outset 

| (No. of Cases) (No. of Cases) 

Temporary improvement not | | 

maintained —_ 1 
No change 6 
Deterioration 1 12 
Total 7 | 54 


recording either improvement or deterioration in an 
E.C.G. were alterations in direction of the S-T segments 
and T waves in the left ventricular surface leads. It was 
not possible to come to any conclusions regarding 
changes in the voltage of the R wave over the left 
ventricle, as the records were not sufficiently comparable. 
Changes in the S-T segments and T waves due to 
digitalis or to variations in the serum potassium level 
were allowed for so far as was possible, and if there 
was any doubt the E.C.G. was recorded as unchanged. 
The effects of ischaemia might cause difficulty in 
interpretation of E.C.G. changes, but, as mentioned 
earlier, cardiac ischaemic symptoms were rare in this 
series, so that it seemed fair to attribute the changes 
observed in the E.C.G. to alterations in the degree of 


* left ventricular hypertrophy (or “ strain ”). 


Table VIII shows that 7 out of 61 patients had an 
E.C.G. which was within normal limits at the outset. 
In 6 of these the E.C.G. remained normal throughout 
the period of observation, which lasted for four and six 
years in 2 patients. The exception, who showed 
deterioration, was a woman oi 27 whose illness began 
with fulminating pregnancy toxaemia and in whom 
malignant hypertension persisted after delivery; she 
died in less than a month from progressive uraemia in 
spite of reduction of her blood pressure by treatment, 
and her E.C.G. showed the development of T-wave 
inversion within three weeks. 

The majority of patients had abnormal E.C.G.s before 
treatment was started. Improvement in the appearance 
of these tracings, although not a return to normality, 
was seen in one-third of them (see Text Fig. 10), the 
others showing either no change or definite deterioration. 
Any improvement in the E.C.G. was usually observed in 
less than a year from starting treatment (average 8 
months); the observation naturally depended on the 
timing of the second E.C.G., and 10 of the 17 patients 
who improved were shown to have done so within the 
first six months of treatment. The 23 patients who are 
recorded as showing no change in the E.C.G. were 
observed for periods of 1 to 69 months (average 16 
months). 

Radiological Findings 

Heart Size-—The changes observed in the size of the 
heart, as determined radiologically, are shown in Table 
IX. Radiographs taken before treatment and at some 
later stage were available for comparison in 41 cases. 
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Taste IX.—Changes in Chest Radiograph During Treatment 


No. of Cases 
Heart size diminishing ‘ 9 
, increasing 13 
Total 41 
The transverse diameter of the heart in a standard 
postero-anterior radiograph was measured, and 


differences of more than 1 cm. were regarded as 
significant, provided that the films had been taken in 
comparable phases of inspiration. 

In 9 cases diminution in size of the heart was 
observed, at intervals varying from 1 to 30 months 
(average 9 months) after the start of treatment. This 
improvement often occurred early, and was associated 
with clearing of systemic venous congestion or 
paroxysmal dyspnoea which were present in 5 of these 
9 cases at the outset. When serial films were taken, 
however, further reduction in heart size might be 
observed over a longer period. One example is shown 
in Special Plate Fig. 1. 

In 4 out of 19 patients who showed no change in 
heart size (Table IX) there was initial improvement 
accompanying the amelioration of heart failure ; in the 
terminal stages, however, heart failure recurred in these 


: 
v3 va vs ve Vv 


2.4.57 


Text Fia, 10.—Electrocardiogram in a woman aged 44 before and 

a year after starting hypotensive treatment, showing improvement 

in T waves and some reduction of R-wave voltage in left 
ventricular surface leads. 


patients and the final radiograph showed no overall 
change from the initial one. 

There was good correlation between improvement in 
the chest radiograph and in the E.C.G. (for example, 
Text Fig. 10 and Special Plate Fig. 1 are from the same 
patient). No significant difference could be found 
between these two investigations as regards the time at 
which improvement in either was noted. 

“ Hexamethonium Lung.”—Four patients in_ this 
series developed a syndrome of marked dyspnoea on 
slight exertion, associated with an irritating non- 
productive cough and with radiological changes 
consisting of bilateral soft shadows, most marked in the 
central zones of both lungs, but sometimes also involving 
the apices or bases. Three of these patients have already 
been described by Doniach et al. (1954), with necropsy 
findings in two. A fourth patient developed the same 
complication terminally, with similar findings at 
necropsy—namely, an organized fibrinous pulmonary 
oedema. All these four patients had been treated with 
subcutaneous hexamethonium for periods of from two 
to twelve months before the syndrome developed. In 
one case the drug was stopped, and the patient died 
nine days later from a cerebral haemorrhage. In the 
others it was continued or restarted after a short period ; 
one patient died from progressive uraemia after two 
weeks; one succumbed after three months to a 
dissecting aortic aneurysm and cardiac infarction, the 
radiological appearances having virtually cleared by one 
month before death ; the third patient is still at work 
five years later, his chest radiograph showing only some 
hard shadowing thought to represent residual fibrosis. 

This clinical, radiological, and pathological picture 
has not been seen in this series since 1953, and has not 
been noted by us in any patients treated with pento- 
linium or mecamylamine, although one case occurring 
with pentolinium has been reported (Hildeen ef al., 
1958). 

Renal Function 

In this series renal function was assessed by 
measurement of the blood urea level and of the degree 
of albuminuria at intervals during treatment. Tests of 
the concentrating power of the kidney were usually 
performed at the outset, but were not repeated in a 
sufficient number of cases for the results to be of value 
in analysis. 

Blood Urea.—The overall changes observed in the 
level of blood urea between the initial and final values 
are shown in Table X, for all except two cases in which 
a second estimation was not available. An alteration 
was regarded as significant if the later figure differed by 
20% or more from the first, provided that one or other 
of the values was raised (over 40 mg. per 100 ml.). In 
addition to the 6 patients shown as having had a 
decreasing blood urea, an initial fall was seen in 2 others 
after treatment had been started, although these latter 
relapsed subsequently and died in uraemia. In the 
majority of cases in which an initially slightly raised 
blood urea fell to normal there was evidence of 
congestive heart failure at the onset of treatment, which 
probably played a part in the temporary impairment of 
renal function. 

Table X shows, as might be expected, that patients with 
initially normal renal function most frequently showed 
no change in this respect during treatment, whereas 
those with considerable impairment (blood urea 80 mg. 
per 100 ml. or higher) tended to deteriorate further. No 
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M. HARINGTON ET AL.: TREATMENT OF MALIGNANT HYPERTENSION 


Fic. 1. 


Fic, 2.—Interlobular_ renal artery from 
case of untreated malignant hypertension 
showing cellular proliferation of intima. 


(Haematoxylin and eosin. 176.) 


Fic. 5. 


. Renal arteriole from case of 
benign hypertension showing layer of 
(Weigert’s 
and Van 

x 300.) 


subendothelial hyaline. 
elastic, haematoxylin, 
Gieson’s stains. 


A 
Fic. 6.—Renal arteriole from case 
of treated malignant hypertension 
showing double internal elastic 
lamina similar to that described 
above in interlobular arteries (Fig. 3). 
(Weigert’s elastic, haematoxylin, and 
Van Gieson’s stains. X 360.) 


showing progressive reduction in heart size. 


Fic. 3.—Interlobular renal artery from 
case of treated malignant hypertension 
showing a double internal elastic lamina. 
The outer elastic layer marks the site of the 


original lumen. The lumen is narrowed 
by a layer of collagen fibres and a new 
internal elastic lamina has formed. The 
vessel differs from that in the case of 


untreated malignant hypertension (Fig. 2) 
in the replacement of cellular connective 
tissue by mature collagen. 
elastic, haematoxylin, and Van 
stains. 176.) 


(Weigert’s 
Gieson’s 


Fic. 7.—Glomerulus from case of treated 

malignant hypertension showing fibrous re- 

placement of half the glomerular tuft resulting 

from “ healing ” of previous fibrinoid degener- 

ation. (Haematoxylin and eosin. 220.) 


Serial chest radiographs from same patient as in Text Fig. 10: (a) before treatment; (6) at 4 months; (c) at 12 months, 


Fic. 4.—Renal arteriole from case of 
treated malignant hypertension show- 
ing hyaline replacement of wall and 


breaks in elastic lamina. (Weigert’s 
elastic, haematoxylin, and Van 
Gieson’s stains. 240.) 


Fic. 8.—Glomerulus from case of 
treated malignant hypertension 
showing laying down of reticulin 
fibres in one half of glomerular 
tuft. No reticulin fibres are present 
in normal glomeruli impregnated 
in this way. (Silver reticulin im- 
pregnation. 165.) 


treated malignant hypertension 
showing fiktious tissue staining 
with aniline blue replacing half the 
glomerular tuft. (Mallory’s azo- 
carmine. 167.) 
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P. S. ANDREWS AND B. P. MARMION: CHRONIC Q FEVER 
’ 
4 
Fic. 2b 
Fic. 1.-Aortic valves. Natural-size view showing white granular vegeta- 
tions (A), perforated valve cusp (B), and the opening in the interventricular 
septum leading to the aneurysm of the septum (D). The wedge-shaped defect 
in the anterior cusp (C) represents the tissue used for bacteriological and 
histological studies. 
f 
Fic. 2.—Aortic-valve vegetations. (a) Large clusters (microcolonies) of 
organisms. (Giemsa. 935.) (6) Two microcolonies with small numbers 
of organisms lying within a homogeneous ground substance. The same field 
contains three elongated cell nuclei. (Giemsa. 900.) 
Fic, 1.—-Section from growth; tubal Fic. 2.—Growth showing a _ poorly Fic. 3.—Area showing a focus of tubal 
Hi mucosa is replaced by a bulky carcinoma differentiated area where the papillary invasion. ( X25.) 
showing papillary structure. Papillary structure is indistinct. (x 48.) 
process is thick and cellular. (x 48.) 
Fic. 4.—Section from cornual end show- Fic. 5.—Section from ampullary end Fic. 6.—Papillary carcinoma confined ‘o 
ing no abnormality except chronic showing replacement of mucosa by a mucosa without invasion of tubal wail. 
inflammatory infiltrate in mucosa. (x 55.) fairly well differentiated _ papillary (x 48.) 
carcinoma. ( X48.) 
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P. ELLMAN AND R. A. M. OLIVER: CARDIAC PULMONARY HAEMOSIDEROSIS AND FIBROSIS 


4. e~ 


« 
2 
4 
Fic. 1—Case 1. Section of lung stained Fic. 2.—Case |. Radiograph of chest Fic. 3.—Case 1. Radiograph of chest 
Prussian blue, showing occasional macro- showing characteristic mitral heart and 5} years after valvotomy, showing com- 
phages laden with haemosiderin. (x 320.) miliary infiltration of lungs. plete resolution of miliary infiltration. 


Fic. 4.—Case 2. Radiograph of chest Fic. 5.—Case 2. Section of lung stained by Prussian blue, showing numerous 
showing mitral heart and miliary infiltra- macrophages laden with haemosiderin. The alveolar walls show slight thickening 
tion of lungs. due to oedema. (x 90.) 


Fic. 7.—Case 2. Photograph of whole lung section taken 

: from left upper zone. Note miliary opacities in radiograph 

Fic. 6.—Case 2. Radiograph of left upper zone of lung. (Natural correspond exactly with focal haemosiderin deposits in lung 
size.) section from same area. (Natural size.) 
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G. A. MacGREGOR AND R. A. CULLEN: ATRIAL MYXOMA 


10 cm. 


Fic. 2.—(a) Tumour filling left atrium; b 
seas (6) polypoid apex protruding through 
Fic. 1.—Lateral radiograph of chest, showing mitral valve. 

enlargement of left atrium. 


Fic. 3.--Histology of tumour, showing small vessels and cords work of vessels in tumour. (xX 120.) 

of spindle cells. (x 272.) 


T. BIRD AND P. S, GARDNER: DISSEMINATED HERPES SIMPLEX IN NEWBORN 


te 


Fic. 1.—Liver, showing the clear demarca- _F1G. 2.—The margin of a necrotic area in F1G. 3.—One of the necrotic areas in the 
tion between necrotic and living cells. the liver showing several intranuclear adrenal cortex containing basophilic 
(Haematoxylin and eosin. x90.) inclusions. a and eosin. material. (Haematoxylin and eosin. X90.) 

x 500.) 
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significant difference was observed when the patients 
were grouped according to aetiology, except that there 
was some evidence that when renal function was already 
impaired the blood urea tended to rise more rapidly in 
those with essential hypertension than in those in whom 
a renal cause could be found. This difference is 
reflected in the survival rate for the two aetiological 
groups (Text Fig. 7). In those cases with a blood urea 
over 80 mg. per 100 ml. whose course was marked 
by further deterioration in renal function (Table X) 
control of blood pressure was usually satisfactory, 
suggesting that hypotensive treatment in its present form 
does not relieve renal failure. 

It was not uncommon, in patients with moderate 
impairment of renal function, to observe a sharp but 
temporary rise in blood urea in the first week or so after 
starting treatment. That this is due to extrarenal factors 
is suggested by 2 cases which had an early increase in 
blood urea level of between 60 and 100 mg. per 100 ml. 
associated with a marked hypotensive response and 
oliguria. With adjustment of drug dosage and re- 
establishment of a normal urine flow the blood urea 
returned to its previously slightly raised level. 

Albuminuria.—Table XI shows the effect of treatment 
on albuminuria in 71 cases. This finding was absent at 
the onset of the malignant phase of hypertension in 15 
patients, the diagnosis in all except 2 of these being 
essential hypertension. In 13 cases albumin which had 
been previously present disappeared from the urine, and 
in 2 the degree of albuminuria became significantly less ; 
this improvement was not due to relief of heart failure, 
which had been present at the outset in only one of 
these cases. A terminal increase in albuminuria was, 
however, not infrequently associated with the develop- 
ment of congestive failure. In those cases where 
albuminuria improved it usually did so in the first month - 
or two after treatment had been started. 

The majority of patients in whom albuminuria 
persisted were suffering from hypertension secondary 
to a renal lesion ; in these the underlying primary lesion 
was naturally not corrected by treatment. 


TaBLe X.—Changes in Blood Urea Level During Treatment 


Initial Decreasing | No Change | Increasing 
Blood Urea (No. of (No. of (No. of Total 
(mg. 100 ml.) Cases) Cases) Cases) 
Less than 40 2 29 
1-80 5 6 15 (6) 26 
81-120 . I 3 | 10(8) 14 
Over 200 1 3 (2) 4 
Total fv 6 31 | 43 | 80 


Figures in brackets show number of cases with good blood-pressu re control. 


Taste XI.—Effect of Treatment on Albuminuria 


| No.of | Essential | Renal 
| Cases | Hypertension | Hypertension 


No albuminuria before treatment: | 


Albuminuria remaining absent | 8 7 1 
appearing 7* 6 i 
Total | 45 13 | 2 
Albuminuria present before treat- | 
ment: | 
Albuminuria disappearing | 13 9 4 
lecreasing 2 1 1 
No significant change i } 37 10 | 27 
Albuminuria increasing | 4t 2 | 2 
34 


Total | 56 22 


* Heart failure in 2 cases. + Heart failure in 3 cases. 
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Neurological Manifestations 


In 17 patients there was evidence or a history of 
neurological disorder when first seen, as follows: focal 
symptoms or signs of cerebrovascular disease, 6 ; lower 
motor neurone facial paralysis, 5; mental symptoms— 
confusien, disorientation, 4; fits, 3; subarachnoid 
haemorrhage, |. (In 2 patients more than one of these 
was present.) Those patients who showed signs of a 
past or recent cerebrovascular accident in the form of 
a hemiparesis or focal symptoms such as aphasia did 
not derive much benefit from treatment so far as their 
neurological symptoms were concerned. In 3 of these 
further cerebral thrombosis occurred, and another 
developed a spinal-cord lesion. Two patients, who each 
had a transitory attack of aphasia, later died of a 
cerebral haemorrhage, but there was no history of any 
previous focal neurological disturbance ; the impression 
was gained from this series that those patients who 
suffered repeated small strokes were not likely to 
succumb later to a massive haemorrhage, in contrast to 
what might be expected. 

In addition to those already mentioned, 7 patients who 
had presented no signs of neurological disorder at the 
start of their illness developed nervous complications 
later on, after treatment had been instituted. These 
might occur either when the blood pressure was high or 
during a period of hypotension. One patient, while 
being treated with subcutaneous pentolinium, developed 
a series of transient attacks of weakness of the right arm 
and loss of speech; the blood pressure taken at the 
time of these attacks was high. The same patient 
responded to a drastic lowering of his blood pressure 
with a temporary attack of blindness. Another had 
recurrent dysarthria, which came on two to three hours 
after injection of a ganglion-blocking drug, and the 
symptoms were observed to be associated with postural 
hypotension. In six patients the sudden onset of 


“hemiparesis or other focal signs suggested a cerebro- 


vascular occlusion. The blood pressure at the time of 
onset of symptoms or their relation to the time of 
injection of hypotensive drug was known in 3 cases, 
and in these the blood pressure was more likely to have 
been high than low. 

The occurrence of convulsions, and also of an isolated 
lower motor neurone facial weakness (Clarke and 
Murphy, 1956), appears to have been largely independent 
of other neurological manifestations. Fits recurred in 
one patient, and were also recorded later in four others 
who had not had any convulsions previously ; all these 
were cases in which the blood pressure was difficult to 
control. One other patient developed an isolated facial 
palsy during the period of treatment, in the absence of 
any other signs of involvement of the central nervous 
system. 

Mental confusion improved in 3 of the patients in 
whom it was present before treatment was started ; the 
fourth died of uraemia within three weeks. The patient 
who had had a subarachnoid haemorrhage died of a 
further intracranial haemorrhage eleven months later. 

Toxic effects of mecamylamine on the central nervous 
system are described above, under the heading 
“Complications and Side-effects.” 


Erythrocyte Sedimentation Rate 


The erythrocyte sedimentation rate (E.S.R.) was 
measured by the Westergren method in 68 cases, and 
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the findings are shown in Table XII. The E.S.R. may 
be elevated in the malignant phase of hypertension to a 
degree which cannot be accounted for by anaemia or 
any other underlying condition, but is not of much 
value in diagnosis or prognosis (Kincaid-Smith, 


Taste XI.—Erythrocyte Sedimentation Rate 
SR No. of Essential Renal 
(mm. in | Hour) Cases Hypertension Hypertension 
Under 20 32 17 1s 
20-40 19 10 9 
41-60 6 - 6 
61-100 8 3 5 
Over 100 3 
Total 68 38 


McMichael, and Murphy, 1958). Later observations 
of the E.S.R. after a period of treatment were made 
in 33 cases; in Il there had been a significant fall 
(>50), in 18 there had been no change, and in 4 the 
E.S.R. had risen. These changes, however, could not 
be correlated with any differences in survival ; a fall in 
E.S.R. was as likely to be associated with a bad 
prognosis as an increase. 
Pregnancy 

One patient in this series, a woman aged 37, had 
a successful pregnancy four years after malignant 
hypertension had been diagnosed. She had been treated 
with ganglion-blocking drugs and reserpine, and this 
regimen was continued throughout the pregnancy, which 
terminated in spontaneous premature labour at the 
thirtieth week with the birth of a healthy infant. This 
case has already been reported in detail (Kincaid-Smith, 
Somers, and Browne, 1958). Occasional other cases of 
successful pregnancy have been reported following the 
treatment of malignant hypertension by nephrectomy 
(Rosenheim, 1954) and sympathectomy and ganglion- 
blocking drugs (Ross and Wright, 1958). 


Ill. Pathology of Treated Malignant Hypertension 


A total of 42 patients came to necropsy after 
treatment with hypotensive drugs over periods varying 
from one week to two years. A comparison of the 
histological lesions in the kidneys of this group with 
those described in untreated malignant hypertension 
(Kincaid-Smith, McMichael, and Murphy, 1958) 
revealed certain modifications of the pathological picture 
in the treated group. 


Interlobular Arteries 

These vessels in untreated malignant hypertension, 
particularly in the younger age group, show a loosely 
arranged cellular hyperplasia of the intima (Special 
Plate, Fig. 2) in which no collagen or elastic fibres are 
present. Older patients with malignant hypertension 
may show fibroelastic intimal thickening in interlobular 
arteries resembling that seen in benign hypertension, 
although the degree of narrowing of the lumen is greater 
in the malignant group. In young patients treated with 
hypotensive drugs the intimal lesions lose their cellular 
appearance and develop mature collagen fibres. The 
lesions may now be indistinguishable from those in 
benign hypertension. Usually, however, they show a 
difference in that the lumen is significantly narrowed 
and a broad layer of collagen is present within the 
original internal elastic lamina ; a newly formed internal 
elastic lamina often separates the new collagen layer 
from the lumen (Special Plate, Fig. 3). This appearance 
almost certainly results from fibrosis of the cellular 
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intimal tissue seen in untreated cases. In the older age 
group, where untreated cases may show fibrous intimal 
thickening in interlobular arteries, it is difficult to assess 
the modifications produced by therapy. 


Arterioles 

Hyaline arteriolar change has not been commonly 
observed in cases of untreated malignant hypertension. 
In cases treated with hypotensive drugs, however, 
hyaline material is often present in arterioles. This 
hyaline change may affect the whole arteriolar wall 
(Special Plate, Fig. 4), in contrast to the type seen in 
benign hypertension, where it is usually subendothelial 
in situation and has a clearly defined muscular layer and 
internal elastic lamina external to it (Special Plate, 
Fig. 5). Breaks in the elastic lamina (Special Plate, 
Fig. 4) frequently accompany the hyaline arteriolar 
changes, and in many vessels the elastic lamina may be 
entirely absent. Fibrosis of arterioles with collagen 
replacement of arteriolar muscle and elastica is also 
observed in treated cases. Both hyalinization and 
fibrosis of arteriolar walls probably represent “ healing ~ 
of the fibrinoid arteriolar lesions of untreated malignant 
hypertension. Another change very similar to that 
occurring in interlobular arteries, and probably due to 
the same process, is the presence of a ring of collagen 
internal to the original elastic lamina and with a newly 
formed elastic lamina separating it from the lumen 
(Special Plate, Fig. 6). As in the arteries, this change 
probably results from fibrosis of the cellular intimal 
proliferation seen in untreated cases. 


Glomeruli 

In untreated cases of malignant hypertension a hyaline 
or fibrous segment in a glomerular tuft is rare. In 
cases treated with hypotensive drugs this type of 
glomerular change is almost invariably present and may 
be very frequent (Special Plate, Fig. 7). It may be seen 
after a few weeks of treatment. This appearance almost 
certainly results from an alteration in glomerular 
fibrinoid which often involves only a portion of a 
glomerular tuft. In treated cases such an area of 
fibrinoid first loses its specific staining reactions and 
resembles hyaline material. At this stage it may still 
show nuclear debris confirming the recent necrotic 
process. Subsequently reticulin (Special Plate, Fig. 8) 
and aniline-blue-stainable fibres (Special Plate, Fig. 9) 
appear in the “ healed ” segment of the glomerular tuft. 
and finally van-Gieson-positive collagen fibres are 
stainable. The alteration occurs without any obvious 
migration of fibroblasts into the tuft. Where a portion 
of a glomerulus shows this type of lesion the remainder 
of the tuft may contain blood within apparently healthy 
capillary loops (Special Plate, Fig. 7). 

Thus the histologically detectable effects of 
hypotensive therapy in malignant hypertension are a 
conversion of cellular intimal hyperplasia to fibrous 
intimal thickening and a “healing” of fibrinoid 
degeneration to hyaline and fibrous tissue. Although 
the histological picture comes to resemble that of 
benign hypertension, it is usually possible to distinguish 
the two. 

In four cases a rapid deterioration to renal failure 
occurred in spite of a normal or only slightly elevated 
blood urea at the beginning of treatment. All four cases 
showed a striking degree of narrowing of interlobular 
arteries with consequent incomplete infarction of almost 
the entire renal parenchyma. This group contrasts 
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strongly with those in which fairly good renal function 
was maintained on hypotensive drugs over periods frem 
six months to two years. In the latter the interlobular 
arteries showed little narrowing and parenchymal 
damage was slight, death being due to causes other than 
renal failure. 

These findings suggest that where hypotensive 
treatment is begun before an appreciable narrowing of 
interlobular arteries occurs renal damage does not 
progress and the prognosis is good. Where, however, 
widespread marked narrowing of interlobular arteries is 
present at the start of treatment progression to renal 
failure is inevitable. A correlation with the clinical 
findings suggests that a blood urea of over 100 mg. per 
100 ml. indicates considerable narrowing of interlobular 
arteries, and that in such cases death is likely to occur 
from progressive renal failure within a few months in 
spite of treatment. 


DISCUSSION 


The present report represents an extension of 
observations published previously (McMichael and 
Murphy, 1955). The number of patients now studied 
has been more than doubled, and the pattern and 
prospect of survival are now more clearly apparent. 
Smirk (1957) reports a 37% five-year survival in patients 
“whose renal function is good or but moderately 
impaired,” but indicates that the prognosis may be even 
better when rauwolfia alkaloids are combined with 
ganglion blockade. Results of the latter method of 
treatment have, however, been published only for the 
last two years. Barnett (1956) also reported particularly 
satisfactory results in treatment of malignant hyperten- 
sion, 23 out of 32 patients surviving more than one year, 
and 12 for more than two years. The death rate in his 
series seemed to “atten out after the second year. The 


Cleveland Clinic series (Dustan eft al., 1958) deals with ~ 


84 cases, but only includes patients who survived three 
months or more from the start of treatment ; 30 patients 
were surviving and 52 had died at the time of their 
report. Congestive heart failure, as in our series, was 
notably reduced as a cause of death. Perry and 
Schroeder (1958) reported their results with oral 
methonium and hydrallazine. In 82 cases of malignant 
hypertension there was a 50% four-year mortality. 
They also noticed an improved prospect in co-operative 
patients. It is clear, however, that the patients selected 
for treatment included fewer with severe uraemia than 
were treated in the present series. 

The therapeutic regimens in these varied series are not 
identical. Schroeder was alone in using oral methonium 
combined with hydrallazine, while the present series was 
possibly treated with less effort at reducing the blood 
pressure to normal than may have been adopted by 
Smirk’s group. It is striking, however, that the over-all 
results appear to be remarkably similar. Any improve- 
ment in mortality is probably the result of blood- 
pressure reduction irrespective of the drug regimen in 
use. Failure of the patients to co-operate or abandon- 
ment of the regimen for other causes leads to a 
significant deterioration in survival prospects. 


In patients afflicted with such a grave disorder as 
malignant hypertension, with underlying renal disease 
in about half the cases, a continuing mortality must be 
expected. Even if deaths from heart failure are reduced 
and progression of other complications such as retinitis 
reversed, the underlying nephritic or pylonephritic 
process usually continues its slow development over the 


years. The necessary interruptions of dosage of 
ganglion-blocking agents during periods of ileus, etc., 
may permit cerebral haemorrhage to occur. The 
accompanying atherosclerosis in older patients creates 
a continuing liability to thrombosis. It is only fair, in 
considering the possibilities of treatment, to include 
those patients who come under observation only when 
the disease is already far advanced. Rapidly progressive 
renal vascular narrowing may often be irreversible. It 
is thus only in a highly selected group of non-uraemic 
hypertensives with papilloedema that a long-term good 
prognosis may be anticipated. It is possible that 
patients with malignant hypertension might be seen at 
an earlier stage before the renal vascular damage has 
become too advanced if more frequent fundus examina- 
tions were carried out in patients with very high blood 
pressures, particularly when headaches have suddenly 
made their appearance or become more severe in a 
patient previously uncomplaining in this respect 
(Kincaid-Smith, McMichael, and Murphy, 1958). 

This reported experience gives a practical vindication 
of the value of blood-pressure reduction in severely 
hypertensive patients. Fears of accelerating the progress 
of uraemia are largely groundless so long as the pressure 
is not reduced too quickly or to extremely low levels. 
The patient who survived longest in the present series 
was a man with chronic renal hypertension whose blood 
urea was 70 mg. per 100 ml. when the diagnosis of 
malignant hypertension was made at the age of 38; he 
was still in full employment seven years later, although 
his blood urea had gradually risen to a level of 200 mg. 
per 100 ml. The benefits are most pronounced on 
retinitis and on heart failure. Improvement of effort 
tolerance does not always depend on reduction in heart 
size or electrocardiographic improvement. 

The most convincing evidence of benefit is to be seen 
in the regression of pathological changes in the renal 
arteries and arterioles as described. It is interesting to 
note that similar retrogression of vascular changes has 
been recorded after hydrallazine treatment of rats with 
experimentally induced renal hypertension (Masson 
et al., 1958). The more florid vascular lesions of the 
young patient with malignant hypertension regress to a 
state comparable to that seen in elderly subjects, whose 
liability to a “ malignant ” phase of hypertension seems 
to be much reduced (Kincaid-Smith, McMichael, and 
Murphy, 1958). 

Beneficial results in the treatment of retinitis and heart 
failure may be expected when a similar regimen of 
treatment is applied in other severe forms of hyper- 
tensive disease. We have not yet encountered any 
evidence which would suggest that atherosclerosis is in 
any way ameliorated, or even prevented, by the use of 
hypotensive drugs. We have seen in a few instances 
the development of thrombotic complications in the 
coronary or cerebral territories during phases of severe 
hypotension. For this reason we are cautious about 
the use of hypotensive drugs in the presence of occlusive 
vascular disease, and particularly in the elderly. At the 
other extreme we do not yet recommend their use in 
younger symptomless hypertensives: only the develop- 
ment of ominous symptoms or signs can justify the use 
of a regimen difficult for the patient and exacting on the 
doctor. 


SUMMARY 


A series of 82 patients with malignant hypertension 
treated with ganglion-blocking drugs during the period 
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1951-8 is reported. The results observed in this group 
are compared with a control series previously reported 
from the same hospital. 

The expectation of life of the treated patients was 
increased by a factor of six to eight times that expected 
from the control series. Prolonged survival was 
particularly seen in those patients whose renal function 
was normal or only slightly impaired at the start of 
treatment. Death was most frequently due to uraemia ; 
heart failure as a cause of death was considerably 
diminished in the treated group. 

The benefits of treatment were most pronounced on 
retinitis and in heart failure. Improvement in the 
electrocardiogram was seen in one-third of cases; 
reduction in cardiac size occurred somewhat less 
frequently. 

Renal function tended to remain stationary or to 
improve slightly in patients with an initial blood urea 
level below 80 mg. per 100 ml. ; where renal impairment 
was more severe than this progressive deterioration was 
the rule. 

Patients with neurological complications did not 
derive much benefit from treatment. Accompanying 
atherosclerosis was a limiting factor in the success of 
treatment, particularly in older patients. 

A survey of the histological lesions in the kidneys 
showed that after treatment with hypotensive drugs the 
main changes were a conversion of cellular intimal 
hyperplasia in the interlobular arteries to fibrous intimal 
thickening and a “healing” of fibrinoid degeneration 
to hyaline and fibrous tissue. Some correlation was 
likely between the degree of narrowing of the 
interlobular arteries at the start of treatment and 
prognosis. 


The clinical observations have been documented through 
the years, especially by Drs. Brenda Morrison, Helen 
Mellanby, and Edmond Murphy. We are indebted to our 
clinical and pathologist colleagues who co-operated in the 
study. We are deeply grateful to Messrs. May and Baker 
Ltd., who contributed generously to the support of this 
research irrespective of the source of drugs under trial. 
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CHRONIC Q FEVER 


i. CLINICAL ASPECTS OF A PATIENT WITH 
ENDOCARDITIS 


BY 


A. O. ROBSON, M.B., M.R.C.P. 
Medical Registrar, Middlesex Hospital, London 


AND 


Cc. D. G. L. SHIMMIN, M.B., B.S. 
Late House-Physician, Middlesex Hospital, London 


The tendency of rickettsiae to persist in the tissues of 
human or animal hosts after an initial infection is well 
recognized. Perhaps the most striking example is that 
of Brill’s disease, in which the rickettsia of epidemic 
typhus has been isolated during a recrudescent illness 
occurring in persons first exposed to infection up to 
twenty or more years previously (Murray and Snyder, 
1951). Other rickettsiae—namely, those of scrub typhus 
(Smadel ef al., 1952) and of Rocky Mountain spotted 
fever (Parker et al., 1954)—have been recovered from 
lymphoid tissue taken from patients one to two years 
after the original illness. 


Although the lengthy persistence of Rickettsia burneti 
(the causative organism of Q fever) in the tissues of 
experimentally infected animals has been demonstrated 
on a number of occasions, relatively little is known 
about its persistence—either as a latent infection or as 
the cause of a chronic illness—in human beings. 


This paper describes the clinical aspects of a patient 
with chronic Q fever who had the symptoms and signs 
of endocarditis; it also briefly reviews the literature 
of the problem in general. A second paper by our 
colleagues, P. S. Andrews and B. P. Marmion (1959), 
gives details of the pathological and bacteriological 
observations which were made on the patient. 


Case History 
The Acute Illness 

The patient, a geophysicist aged 47, first became ill in 
December, 1955, while his yacht was being refitted in 
Panama after damage at sea. The illness began suddenly 
with fever, rigors, severe headache, low back pain, and a 
dry cough. On examination in hospital he had a temperature 
of 102° F. (38.9° C.) and a scanty maculo-papular rash on 
the trunk. No other abnormal signs were described. A 
chest radiograph showed an area of consolidation in the 
right lower zone and a normal cardiac silhouette (cardio- 
thoracic ratio, 47%). The urine contained a few pus cells. 
All other investigations, including at least one blood culture 
and search for malarial parasites, were negative. He was 
given a course of sulphafurazole (“ gantrisin ”), and 12 days 
later (December 15) was apyrexial and symptom-free. He 
returned to England, where in March, 1956, a chest radio- 
graph showed nothing abnormal. 

Retrospectively, the description of this illness is suggestive 
of Q fever, especially as Panama is a known endemic area 
and the patient had removed ticks from his dog and had 
also drunk raw milk. Unfortunately, however, no 
serological investigations for Q fever were undertaken at 
the time. 
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The Chronic Illness 

In May, 1956, he fell ill again, with fever reaching 103° F. 
(39.4° C.), lassitude, and a severe occipital headache. He 
was treated with consecutive five-day courses of a 
sulphonamide and chlortetracycline without response. He 
was admitted to the Middlesex Hospital on June 15, with 
general malaise, fever, joint pains, and myalgia. His history 
revealed that, as a potential conscript, he had failed a 
Polish Army medical examination in 1929 because of a 
cardiac murmur, but he denied having had rheumatic fever. 
Examination showed a temperature of 100° F. (37.8° C.), 
a grade 2 systolic murmur, and a soft immediate aortic 
diastolic murmur. There was early finger and toe clubbing. 
There was no evidence of emboli and the liver and spleen 
were not palpable. A provisional diagnosis of subacute 
bacterial endocarditis was made. 

A series of clinical and laboratory investigations were 
carried out. These showed a total white-cell count of 
5,900 cells per c.mm. of blood, with a normal differential 
distribution, haemoglobin 13.4 g./100 ml. and an E.S.R. 
(Westergren) of 40 mm. in the first hour. Twelve blood 
cultures were sterile. L.E. cells were not seen on one 
examination. Centrifuged deposits of urine repeatedly 
failed to show leucocytes or red blood cells. The 
Wassermann reaction was negative. The antistreptolysin 
“O” level was 200 units/ml. of serum. Liver-function 
tests and plasma proteins were within normal limits, but 
paper electrophoresis of the serum revealed increased @- 
and y-globulin components. A chest radiograph showed 
normal lung fields and a cardio-thoracic ratio of 51%. An 
intravenous pyelogram showed healthy kidneys. Radivo- 
graphs of the forearm revealed a subperiosteal reaction. A 
Widal reaction did not show serum agglutinins for the 
enteric fever group of organisms or for Brucella abortus, 
but tests carried out at the Virus Reference Laboratory, 
Colindale, did show a titre of complement-fixing antibody 
to Q fever antigen of at least 1/128 (the highest dilution 
tested). The significance of this finding in relation to the 


illness was discussed with Dr. B. P. Marmion, of the Public , 


Health Laboratory, Leeds, and arrangements were made 
with him for further investigations into the possibility of 
chronic Q fever infection. The results of these investigations 
are described in detail in the paper by Andrews and 
Marmion (1959), but, briefly, a high titre (1/2,000) of Q 
fever complement-fixing antibody was demonstrated in the 
blood and R. burneti was isolated from the blood stream 
on two occasions during the chronic illness and from 
various organs and the aortic valve vegetations after death. 


Subsequent Course of the Iiness and Treatment 

Initially the patient was given tetracycline for two weeks 
(45 g.), with depression of fever to 99° F. (37.2° C.) and 
improvement in the arthralgia, but the drug had to be 
discontinued because of severe diarrhoea. Subsequently, 
during a three-weeks course of penicillin (100 mega units) 
and one week on streptomycin (16 g.), the symptoms and 
fever recurred. Sodium salicylate (80-160 gr.—5.2-10.4 g.— 
daily) caused no improvement. Phenylbutazone (200- 
400 mg. daily) brought symptomatic relief of joint pains 
and depression of the temperature, but was stopped after 
two months when the haemoglobin fell to 7.5 g. (52% 
Haldane). The anaemia responded to transfusion and iron. 

In December a five-weeks course of chlortetracycline 
(1-1.75 g. daily) produced only slight remission, and the 
administration of oleandomycin (1 g. daily) was followed 
by a relapse of fever to 101° F. (38.3° C.). 

From January to June, 1957, the patient had chlortetra- 
cycline (1-5 g. daily) and remained fairly well. Prednisone 
suppressed the fever but was stopped because of abdominal 
pain. Colchicine controlled the arthralgia of small joints 
for a time. In November a course of oxytetracycline (28 g.) 
had no effect. 

During the entire period from May, 1956, to December, 
1957, the temperature fluctuated from 99° F. (37.2° C.) to 
103° F. (39.4° C.}—a typical sequence is shown in Fig. }. 


Arthralgia and swelling of the small joints persisted and 
the clubbing of fingers and toes progressed. The heart 
enlarged progressively, a cardio-thoracic ratio of 60% was 
found in an x-ray film taken on December 19, 1957, and 
the cardiac murmurs became more prominent. The weight, 
however, remained steady. 

In December, 1957, the patient developed a harsh systolic 
murmur and left ventricular failure, and, despite symptomatic 


STREPTOMYCIN 1-Og. 


TETRACYCLINE Og. PENICILLIN I-O My. 2-5 Mu. 


Fia. 1.—Typical temperature chart in early part of chronic illness, 
showing depression of fever with tetracycline and no response to 
penicillin. Drugs were given six-hourly in doses indicated. 


AORTIC VALVE 
ISOLATION OF R BURNET! BLOOD BLOOD LUNG 
FEVER CF ANTIBODY 21/128 1/2000 
—«-AORTIC DIASTOLIC MURMUR 
FEVER 
ofc 
1956 1987 
WEens 
Fic. 2.—Chart summarizi ing course of illness and significant 
ndings. 


treatment, died with acute pulmonary oedema on January 2, 
1958. Two days previously there had been a marked 
fatalistic personality change. 

The post-mortem examination, which is described in 
detail by Andrews and Marmion (1959), revealed a deformed 
and fibrosed aortic valve with perforations of the cusps and 
a cerebral haemorrhage in the left frontal area. 

The course of the entire illness, from the first acute 
episode in Panama to the final and fatal outcome, is shown 
diagrammatically in Fig. 2. Important investigations during 
the period of chronic illness can be summarized as follows. 
Twenty-four blood cultures were bacteriologically sterile. 
The urinary deposit never showed pus cells or erythrocytes, 
although albumin was present in the terminal phase of the 
illness. Haemoglobin ranged from 13.1 g. (88%) to 10.4 g. 
(70%)—apart from the anaemia during phenylbutazone 
therapy. The leucocyte count remained normal and the 
E.S.R. was raised, varying between 30 and 50 mm./hour 
(Westergren). Serial chest radiographs showed progressive 
increase in cardiac diameter and the lung fields remained 
clear. In May, 1956, the E.C.G. was normal, and in 
December, 1956, showed changes indicating left ventricular 
hypertrophy. Plasma proteins were normal. The a2- and 
y-globulins were consistently raised. Liver-function tests 
on January 23, 1957 showed: thymol turbidity, 16 units ; 
colloidal gold, 5 units; zinc sulphate, 21 units. Blood uric 
acid was 0.7 mg./100 ml., and alkaline phosphatase 9.5 
King-Armstrong units. These results were thought to be 
due to the non-specific effects of a chronic infection rather 
than indicative of hepatic damage. 


Comment 
At first sight this appeared to be a case of subacute 
bacterial endocarditis, but, if so, the illness had many 
atypical features. Except during phenylbutazone 
therapy, there was no significant anaemia and the 
leucocyte count was not raised. There were no embolic 
phenomena, the urinary deposit never showed red blood 
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cells or pus cells, and repeated blood cultures were 
sterile. Arthralgia and arthritis are found only as 
fleeting symptoms in bacterial endocarditis, but in this 
patient they were constant and progressive features. 
Joint pains have occasionally been described in Q fever 
(Huebner et al., 1949). A diagnosis of rheumatic fever 
was considered, but the course of the illness and the 
pathological findings did not support this. 

In retrospect, the initial illness in Panama seemed 
typical of Q fever. Serological evidence of infection 
with R. burneti was found at the beginning of the 
chronic illness, and this organism was isolated from the 
blood during the chronic illness and from the tissues 
after death. The diagnosis therefore seemed to be one 
of chronic Q fever infection with endocarditis. 


Discussion 


Q fever has a world-wide distribution, although it is 
of interest that it has not so far been shown to be 
endemic in Ireland, New Zealand, the Netherlands, or 
Scandinavia (Kaplan and Bertagna, 1955). 

Typically, Q fever is an acute febrile illness of sudden 
onset with severe headache, rigors, and, in a variable 
proportion of patients, evidence of pneumonitis. 
Generally the fever does not last more than two to three 
weeks. The lung lesions have attracted much attention, 
but it should be emphasized that Q fever is a generalized 
systemic infection. Less common manifestations, or 
complications of the disease, include hepatitis (first 
described by Derrick in 1937), thrombophlebitis and 
pulmonary infarction, pleural effusion, oesophagitis, 
pericarditis, pancreatitis, epididymo-orchitis and 
meningo-encephalitis (Denlinger, 1949 ; Huebner ef al., 
1949; Moeschlin and Koszewski, 1950; Clark et al., 
1951; Marmion et al., 1953; Germer and Schauber, 
1953). 

Fortunately these manifestations are rare and Q fever 
is usually a benign illness—for example, Robbins and 
Ragan (1946) found no complications in more than 350 
cases of Q fever in men of military age. Even so, an 
increasing number of cases are being recorded in which 
the illness has run a protracted course. Thus the 
Commission on Acute Respiratory Diseases (1946) 
found four patients who relapsed on the 18th, 26th, 
55th, and 66th days of the illness respectively. Deparis 
et al. (1956) reported a probable case of Q fever in 
which the fever persisted for more than 30 days, and of 
the 180 cases described by Clark er al. (1951) 30 had 
a fever lasting more than 28 days. The liver was more 
often enlarged or tender in patients with protracted 
illness; and Ludwig (1956) and Wespi (1957) also 
describe cases of Q fever hepatitis which ran a protracted 
course. Bertrand and Roux (1955) reported the isolation 
of R. burneti from a patient who suffered a relapse a 
month or so after an attack of Q fever. Beck ef al. 
1949), in a survey of 300 cases in southern California, 
mention one patient who had a recurrent fever for about 
five years and several other patients with a chronic 
febrile illness after a proved attack of Q fever. 

Somewhat different evidence of prolonged but latent 
infection with R. burneti is provided by the observations 
of Babudieri (1953) and Syrtitek et al. (1958), who 
isolated the rickettsia from placentas collected at the 
birth of children taking place at varying intervals from 
six months to three years after an attack of Q fever in 
the mothers. 

Marmion et al. (1953) emphasized the concept of a 
chronic form of Q fever and suggested that this might 


occur when the infection was superimposed on a pre- 
existing cardiac deformity or a disease of another 
system. In support of this, one of Denlinger’s (1949) 
patients with pneumoconiosis had a prolonged illness, 
but, on the other hand, another patient with rheumatic 
heart disease was unaffected. Marmion ef al. (1953) 
discuss some of their atypical cases, one of which was 
a man with a 10-years history of bouts of fever, cough, 
and dyspnoea. This patient had valvular heart disease 
and developed the clinical picture of subacute bacterial 
endocarditis, but repeated blood cultures were bacterio- 
logically sterile. The serum titre of Q fever complement- 
fixing antibody was 1/1,024. Eventually the patient 
died, and necropsy revealed mitral stenosis and 
pulmonary infarction. R. burneti was not isolated 
during the illness or from organs taken at necropsy. 
Marmion et al. (1953) also give some information about 
two patients with a chronic illness who had been 
investigated by Dr. R. J. Huebner, National Institutes 
of Health, Bethesda, U.S.A. (Dr. Huebner had kindly 
allowed the reproduction of his unpublished data.) The 
first of the two cases was that mentioned briefly by 
Beck et al. (1949). This man had five years’ illness with 
recurrent fever. About three months before he died 
from a stroke he had been shown to have a raised titre 
of Q fever complement-fixing antibodies and R. burneti 
had been isolated from his blood. At necropsy there 
was a massive cerebral haemorrhage, broncho- 
pneumonia, and a fibrosed mitral valve with vegetations. 
R. burneti was isolated from various tissues, but the 
brain and mitral vegetations were not available for 
culture. The second patient was a woman with a 
history of rheumatic fever who had an illness resembling 
subacute bacterial endocarditis after an attack of Q 
fever. Numerous blood cultures were negative for 
bacteria, but R. burneti was isolated from the blood 
and urine more than a year after the original attack of 
Q fever. 

Baylon et al. (1952) describe the case of a patient who 
was suffering from uncompensated mitral stenosis and 
an arterial embolus in the right leg. He had finger- 
clubbing, but no fever or splenomegaly. His heart 
failure was treated successfully, but he returned 18 
months later with signs suggestive of either an embolism 
in the left radial artery or an acute arteritis. The serum 
titre of Q fever agglutinins, measured by the Giroud 
micro-agglutination method, was 1/1,280. Fever then 
developed and the clubbing increased. Blood cultures 
were bacteriologically sterile and the urinary deposit 
did not contain pus cells or erythrocytes. The Q fever 
agglutination titre had now reached 1/3,220. The 
patient was treated with successive courses of broad- 
spectrum antibiotics with improvement and the Q fever 
agglutinin titre decreased to 1/20. 

The evidence for a chronic form of Q fever, sometimes 
with endocarditis, is therefore suggestive, but it appears 
that before the present investigation R. burneti had not 
been isolated from heart valve vegetations. 

It is of interest that a number of these patients 
suffered either from pulmonary infarction or cerebral 
haemorrhage, or, possibly, from acute arteritis, and also 
that two other patients of Marmion et al. (1953) died 
either from pulmonary infarction or, probably, from a 
vascular catastrophe. Huebner et al. (1949) mention 
a patient who had severe thrombophlebitis, recurrent 
fever, and leg swelling which lasted for two years after 
an attack of Q fever, and two other elderly patients 
with leg pains resembling those of intermittent 
claudication which occurred as sequelae to Q fever. 
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@ fever is sail regarded as being different from 
other rickettsial infections in that the primary lesion is 
not in the endothelial cells of small vessels and in other 
parts of the cardiovascular system (Wolbach, 1948), but 
it is possible that vasculitis is a feature of the chronic 
rather than of the acute disease. It is of interest in this 
general context that a number of French workers (see 
Donzelot et al. (1950) and Giroud and Pfister (1957) for 
description of cases and references) have described cases 
with the symptoms and signs of subacute endocarditis 
following typhus or other rickettsial infections, but the 
exact part played by the rickettsiae in producing the 
cardiac damage is hard to assess. 

With our present patient we have no means of 
knowing for certain whether the aortic valvulitis was 
due entirely to R. burneti or whether there had been 
previous damage due to rheumatic fever which had 
allowed the valve to be colonized by R. burneti in the 
manner suggested by Marmion et al. (1953). In spite 
of the detection of a cardiac murmur in 1929, the 
patient led an extremely active life; nor do we know 
the timing of this murmur. No cardiac abnormality 
was noted at the time of his illness in Panama. When 
he first attended the Middlesex Hospital the diastolic 
murmur was only just audible, and it might well be 
argued that the lesion had originated at the beginning 
of the chronic illness. 

The importance of the case reported here lies in the 
proof that R. burneti can cause a chronic illness with 
endocarditis. Such cases are probably rare, although 
the clinical picture differs so much from the classical 
case of Q fever that the diagnosis might easily be 
missed. The possibility of Q fever should be considered 
in patients with subacute endocarditis from whom no 
bacteria have been isolated. So far the prognosis for 


such established cases of chronic Q fever appears to ° 


be grave. 
Summary 

A case is described of a prolonged and fatal illness 
which at first resembled subacute bacterial endocarditis 
with some atypical features. On further investigation 
the illness was found to be due to a chronic infection 
with Rickettsia burneti, the causative agent of Q fever. 

The patient, a middle-aged man, had an acute 
pneumonia resembling Q fever; he recovered and was 
apparently well for six months. He then became ill 
with a swinging fever and signs of aortic valve 
incompetence which lasted until his death from cerebral 
haemorrhage and acute pulmonary oedema some 18 
months later. 

Serological evidence of infection with R. burneti was 
found at the beginning of the chronic illness, and the 
rickettsia was isolated from the blood stream during 
life and from various organs, including the aortic valves, 
after death. 

The literature concerning similar cases is briefly 
reviewed, and we have concluded that Q fever may 
pursue a chronic course and that on occasion the site 
of infection may be in the heart valves. 

[Note——Since these two papers were submitted for 
publication Evans, Powell, and Burrell (Lancet, 1959, 1, 
864) report the isolation of R. burneti from the aortic 
valve of a patient with endocarditis who died five months 
after an illness resembling Q fever.] 

We-thank Dr. F. H. Scadding, under whose care the 
Patient was admitted, for allowing us to publish this 
case, and for his advice and criticism. We are grateful to 
Dr. B. P. Marmion for his advice about the problem and 
for his help in the preparation of this paper. 
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2. MORBID ANATOMICAL AND BACTERIOLOGICAL 
FINDINGS IN A PATIENT WITH ENDOCARDITIS 


BY 
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Assistant Pathologist, Bland-Sutton Institute, 
Middlesex Hospital, London 


AND 


B. P. MARMION, M.D. 
Consultant Bacteriologist, Public Health Laboratory, Leeds 


[WitH SPECIAL PLATE] 


The purpose of this paper is to give an account of the 
pathological and bacteriological investigations which 
were made on the patient with endocarditis described 
from the clinical viewpoint by Robson and Shimmin 
(1959). The findings at necropsy and on histological 
examination are given first of all, then the serological 
results and animal inoculation experiments—carried out 
with specimens taken either during the chronic illness or 
after death—which established that the patient was 
infected with Rickettsia burneti. 


Pathological Investigations 
Post-mortem Examination (Middlesex Hospital) 

Because of the risk attached to the post-mortem exam- 
ination of cases of Q fever (see Marmion and Stoker, 
1950) full precautions were taken. Only the pathologist 
(P. S. A.) and one assistant were present in the post- 
mortem room ; both wore caps, masks, gowns, aprons, 
arm-length rubber gloves, and rubber boots. A large 
supply of sterile universal containers for collecting 
specimens for virological and bacteriological studies was 
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at hand, and as each organ was removed from the body 
the relevant specimens were taken with the minimum of 
manipulation so as to avoid aerosol formation. Each 
organ was then placed in a tank of formol-saline and 
preserved. The necropsy was performed as quickly as 
possible and the body was liberally washed inside and 
out with more formol-saline. The undertakers were 
advised that the body was still infectious, and they took 
similar precautions when handling it. No one 
became ill. 

Externally, the body showed normal muscular 
development and nutrition ; it weighed 140 Ib. (63.6 kg.) 
and measured 68 in. (1.73 m.). The skin was muddy in 
colour and no rash was present. The extremities, ears, 
and face were cyanosed. The fingers and toes showed 
clubbing. 

Internally. There was a small serous pericardial 
effusion. The heart was greatly enlarged from left 
ventricular dilatation and hypertrophy, and weighed 
24 oz. (680 g.). Both auricles were dilated, and the right 
ventricle was also somewhat enlarged. The aortic valve 
showed firm, granular white vegetations of the cusps, 
with old and recent perforations through them; the 
anterior and right posterior valve cusps had ragged 
perforations, approximately 1.5 cm. in diameter, with 
small amounts of recent thrombus adherent thereto 
(Special Plate, Fig. 1). The left posterior cusp was 
perforated by a small hole 1/8 in. (3.2 mm.) in diameter, 
and the anterior one-half of this aortic sinus was covered 
by a fibrous lid joining the free margin of the cusp to the 
aortic wall; a small opening was present in the lid. 
This false chamber did not involve the ostium of the 
left coronary artery, but was placed anteriorly to it. The 
opening of the right coronary artery was double and 
fully patent, as were the right and left coronary arteries. 
The commissures of the aortic valves were partially 
fused ; the valve ring was dilated but not thickened. 
Beneath the right commissure there arose a_ wide- 
mouthed aneurysm of the membranous part of the 
interventricular septum which passed upwards, forwards, 
and slightly to the right, forming a saccular projection 
+ in. (2 cm.) in diameter between the right auricle and 
the wall of the aortic sinus ; although close to the right 
coronary artery, it did not compress it. The mitral 
valve was slightly thickened, and a small area of 
roughening was present on the auricular aspect above 
the medial commissure. The chordae tendineae were 
also slightly thickened but not shortened. The 
endocardium of the left auricle and atrium was thickened 
and opaque. No thrombi were present. The tricuspid 
and pulmonary valves and the aorta were normal. 

There was congestion and oedema of the bases and 
posterior parts of both lungs. The air passages 
contained copious watery fluid and froth. The bronchial 
walls were thickened and hyperaemic. There was early 
bronchiectasis in the right dorsal lobe. No areas of 
consolidation or fibrosis were present. The hilar and 
mediastinal lymph nodes were pigmented. but otherwise 
normal. The thyroid gland was prominent and fleshy 
on its cut surface. The tongue, mouth, larynx, and 
oesophagus were normal. The tonsils and pharynx 


showed acute follicular inflammation. The liver was 
enlarged from chronic passive venous congestion, 
and showed a typical “ nutmeg” pattern with dilatation 
of the hepatic veins. The spleen was congested with 
normal follicular pattern. The kidneys were also 
congested ; a few minute petechial haemorrhages were 
present beneath the capsule, but the appearance was not 


that of the classical “ flea-bitten” kidney. The cut 
surface showed cortical mottling with red and yellow 
tissue. The pyramids, blood vessels, pelves, and ureters 
were normal. Gall-bladder, suprarenals, pancreas, 
stomach, duodenum, and intestines were normal, as were 
also the bladder and prostate. 

The skull was normal. The meninges over the left 
frontoparietal region were stained red and yellow from 
recent haemorrhage, which had destroyed a wedge-shaped 
area of prefrontal white matter 24 x I x 1 in. (6.3 x 2.5x 
2.5 cm.). This reached the ependyma of the left lateral 
ventricle close to the head of the caudate nucleus. The 
anterior limb of the internal capsule was partly 
destroyed ; the basal ganglia were intact. The source 
of the bleeding was not discovered. The cerebral vessels 
were normal. 

It was concluded that the cause of death was left 
ventricular heart failure due to ruptured aortic 
valve cusps weakened by the subacute (rickettsial) 
endocarditis. 


Histological Examination 


The vegetations on the aortic valves consisted of 
partly organized white thrombi containing occasional 
collections of large compact masses (microcolonies) of 
micro-organisms which stained faintly negative with 
Gram’s stain and blue with Giemsa and Dominici 
(Clayden, 1955) stains. Special Plate, Fig. 2, shows two 
selected fields in sections of the vegetation where the 
microcolonies were particularly mumerous (many 
sections of the vegetations contained few or no 
organisms). The microcolonies ranged in size from 
8 to 40 » in diameter, and were surrounded by fibrin 
which enmeshed a few red blood cells and polymorpho- 
nuclear leucocytes. At the edges of the vegetations 
active endothelial-cell proliferation was present; this 
appeared to be the only inflammatory response to the 
organisms. The microcolonies of organisms were 
surrounded by a membrane, but no nuclear or 
cytoplasmic structures were seen within these 
membranes. Even the smallest collections of organisms 
—ten or so—were not indisputably within recognizable 
cells. Sometimes the organisms were seen to be in an 
opalescent matrix which stained pale blue, or 
occasionally faint pink, with Giemsa (Special Plate, Fig. 
2 (b)). The micro-organisms were small spheres or 
rods, approximately 0.2-0.5 mu, arranged in pairs or 
haphazardly. Some were found lying free in the 
degenerating fibrinoid material which made up the 
vegetations, possibly as the result of the rupture of the 
larger collections of organisms. 

A prolonged search failed to produce convincing 
evidence of intracellular micro-organisms in the macro- 
phages, polymorphonuclear leucocytes, or endothelial 
cells of the areas adjacent to the vegetations. The 
deeper parts of the vegetations contained some calcified 
areas beyond which the periaortic cellular tissue showed 
fibroblastic proliferation around the aneurysms of the 
aortic sinuses and interventricular septum. A remark- 
able feature of this proliferative tissue was the frequent 
occurrence of giant fibroblasts having _ bizarre, 
misshapen, double or treble nuclei. The macrophages 
also were deformed, and many contained haemosiderin 
deposits. Micro-organisms were not found in these 
tissues. 

The myocardium, pericardium, and heart valves 
yielded no evidence of a previous rheumatic infection 
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The histological features of the other organs 
confirmed the macroscopical findings. The liver showed 
advanced chronic venous congestion with early 
periportal repair and round-cell infiltration. The spleen 
was congested, and the pulp showed hyperplasia of 
reticulo-endothelial cells and atrophy of the lymphoid 
follicles. Focal collections of polymorphonuclear 
leucocytes, lymphocytes, and plasma cells did not 
contain any visible micro-organisms. The lungs showed 
foci of “ heart-failure” cells within the alveoli, also 
recent haemorrhages. There was no sign of a chronic 
pneumonitis, nor were organisms found in the examina- 
tion of multiple sections. The bronchial tree contained 
polymorphonuclear leucocytes and albuminous fluid 
with early acute bronchopneumonic infiltration in a few 
areas. The brain was damaged by a very recent and 
one slightly older cerebral haemorrhage. The small 
cerebral arterioles in these areas contained fibrinous 
material without demonstrable micro-organisms. There 
was no evidence of encephalitis or of occlusion of 
cerebral arterioles in areas of the brain away from the 
haemorrhage. 

The kidneys were acutely congested and contained a 
very few petechial haemorrhages beneath the capsule. 
The glomeruli were normal and did not show any 
changes of focal embolic nephritis. The tubules showed 
mild autolytic changes. The bone marrow (rib) was 
cellular with a normoblastic red-cell series and normal 
leucopoiesis; megakaryocytes were also normal. 
Organisms were not demonstrable and the blood vessels 
showed no changes. Cervical and hilar lymph nodes 
appeared to be normal and organisms were not seen. 


Bacteriological Investigations 


Compl t-fixation Tests with Q-fever Antigens and Patient’s 
Serum 

The complement-fixation (C.F.) test used at Leeds was 
essentially that described by Stoker, Page, and Marmion 
(1955) with two units of complement and fixation at 
4° C. overnight. The Phase 2 complement-fixing 
antigens were made from the Nine Mile strain of R. 
burneti, either by the Standards Laboratory for 
Serological Reagents, Colindale, or by Lederle Labora- 
tories. The Phase 1 complement-fixing antigen was 
prepared at Cambridge from the third yobk-sac passage 
of the Christie strain (Stoker, 1950). (The terms 
Phase I and Phase 2 are defined in the discussion, but 


the Phase 2 C.F. antigen is that commonly used in the 
Q-fever diagnostic complement-fixation test.) 

A serum (VL.857a) taken from the patient on 
September 3, 1956—that is, about four months after the 
onset of the chronic illness—showed a C.F. antibody 
titre to Nine Mile (Phase 2) antigen (Standard Labora- 
tory) of about 1/2,000. There was no reaction at a 
serum dilution of |/10 with a washed suspension of 
R. mooseri which had been diluted to the same opacity 
as the Q-fever antigen. The reaction was therefore 
specific, and the antibody titre higher than that 
observed with the majority of convalescent-phase sera 
from uncomplicated cases of Q fever. 

The results of a more detailed titration of a range 
of dilutions of Lederle Nine Mile (Phase 2) and Christie 
(Phase 1) antigens against various dilutions of the serum 
VL.857a are shown in Table [. The Standards 
Laboratory Q-fever control serum 1/55B (a pool of 
convalescent-phase sera from human beings with Q 
fever) was included in the same tests. Both the patient's 
serum (VL.857a) and the control serum 1/55B, when 
mixed with the Nine Mile antigen, showed good fixation 
of complement over a wide range of serum and antigen 
dilutions. It is of interest, however, that serum VL.857a 
also fixed complement with the Christie (Phase 1) C.F. 
antigen. This is a very unusual finding with human 
immune sera, and its significance will be considered in 
the discussion. As expected, the Standards Laboratory 
control serum 1/55B did not react with the Christie 
antigen. 

Isolation of Rickettsia burneti 

Attempts were made to isolate R. burneti from the 
blood, urine, and sternal marrow of the patient during 
life and from various organs after death. Samples of 
5-10 ml. of (heparinized) venous blood were taken from 
the patient at the height of fever and at a time when he 
had not received antibiotics for several days. Early- 
morning specimens of urine were collected over a period 
of three days and portions were pooled for examination. 
Sternal-marrow aspirate was mixed with a small quantity 
of nutrient broth. All these specimens were held at 
—20° C. until they could be sent on solid carbon 
dioxide to the Virus Laboratory at Leeds. 

Guinea-pigs were used for all attempts to isolate 
R. burneti at Leeds. Animals of about 400 g. were bled 
by cardiac puncture and the sera tested for Q-fever 
antibody. Then 2-ml. amounts of the specimens were 


TaBLE I.—Reactions obtained in Complement-fixation Test with Serum from Patient with Chronic Q Fever and 
Complement-fixing Antigens from Two Antigenic Phases of R. burneti 


| Serum Dilutions Antigen Mixed 
. Antigen | Patient’s Serum fever Control Serum in M.H.D. 
Antigens Dilutions | (VL. 857a) Standards 1/55B) 

1/100 | 1/300 | 1/500 | 1/1,000} 1/2,000} 1/3,000} 1/20 | 1/50 | 1/100 | 1/300 | 1/s00 | 1/1,000| 1-0 

R. burneti 1/40 4* 4 | 4 4 0 0 4 4 4 2 0 0 0 tr 4 
hase 2 | 1/80 4 4 | 4 4 0 0 4 4 4 1 0 0 0 tr 4 
(Nine mile) | 1/160 aie6%4# 4 4 0 4 4 4 3 0 0 0 tr 4 
7300 | 2 | 3 | 4 4 3 0 4 4 4 2, t 0 0 | tr | 4 

1640 | OF | 0 0 0 o | 0 0 I 1 0 0 | Oo 0 tr | 4 

R. burneti 120 | 4 | 4 0 0 0 | 0 0 0 0 0 0 0 0 1 4 
Phase | 1/40 4 4 0 0 0 0 0 0 0 0 0 0 0 tr 4 
(Christie) 1/80 4 4 4 0 0 0 0 0 0 0 0 0 0 tr 4 

| 1/160 4 4 4 3 0 0 0 0 0 0 0 0 i) tr 4 

| 1320 | 4 4 4 4 0 0 0 0 0 0 0 0 0 tr 4 

| 1640 4 4 4 4 0 0 0 0 0 0 0 0 0 tr 4 

11,280) 4 | 3 1 1 0 0 0 0 0 0 0 0 0 tr 4 

R.mooseri .. | | o | oO 0 | 0 0 0 o | o 0 0 0 0 | 0 1-2 4 

No antigen. | 0 0 st @ 0 0 0 0 0 0 0 0 
(serum control) | 
© 4, 3,2, 1, tr, 0 plete and di g degrees of fixation of complement. 
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inoculated intraperitoneally into each of two animals, 
which were left for six to seven weeks before the post- 
inoculation samples of blood were obtained. Sometimes 
rectal temperatures were taken between 9 and 10 a.m. 
each morning for 25 days after inoculation. The 
pre-inoculation and the 6-7-weeks post-inoculation 
samples of sera were tested for Q-fever complement- 
fixing antibody with an optimal dose of Nine Mile 
(Phase 2) C.F. antigen. A suspension of R. mooseri 
was included as a control for non-specific or anti- 
complementary effects. When the pre-inoculation 
specimen of serum was negative in the Q-fever C.F. test 
at a dilution of 1/2 or 1/8, and the post-inoculation 
specimen was positive at a dilution of 1/32 or more, 
it was considered that the inoculum had contained 
R. burneti—that is, the rickettsia had been “ isolated.” 
When the post-inoculation specimen contained C.F. 
antibody at dilutions of 1/4 to 1/16 this was taken to 
mean an infection of the guinea-pig with a small 
number of rickettsiae, but undue weight was not 
attached to such findings. 

Some of the positive isolation experiments were 
repeated in order to check their validity and to exclude 
the possibility of accidental laboratory contamination 
or “pick-up.” All the guinea-pigs under test were 
housed away from other animals inoculated with 
material that might have contained R. burneti (for 
example, guinea-pigs inoculated with milk in routine 
tests for tubercle bacilli), and no other experimental 
work with viable R. burneti took place in the Virus 
Laboratory either before or during the period when 
the isolations were made. 

The results of successful and some other attempts to 
isolate R. burneti are summarized in Table II. It will 
be seen from this table that a pool of three heparinized 
blood samples (VL.886) collected from the patient 
between September 6 and 8, 1956, produced infection 
in guinea-pigs (Nos. 4, 5, and 15) when tested in two 
separate experiments. The clot (VL.857b) from a sample 
of blood collected from serum VL.857a also produced 
a feeble antibody response—presumably because of the 
small numbers of rickettsiae present—and another 
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sample of heparinized blood (VL.2655b), collected on 
October 28, 1957, infected one out of two guinea-pigs 
(Nos. 30 and 31). However, three specimens of urine 
collected in September, 1956, and a sample of sternal 
bone marrow coHected on December 16, 1956, did not 
infect. (These negative attempts are not recorded in 
Table II). 

Examination of 10% suspensions (w/v) prepared from 
various organs of the patient taken at necropsy revealed 
that R. burneti was present in the spleen, aortic-valve 
vegetations, and lung (Table II). Dr. F. W. O'Grady, 
of the Bland-Sutton Institute of Pathology, Middlesex 
Hospital, kindly carried out bacteriological cultures on 
the aortic-valve vegetations and the spleen. The 
vegetations yielded a moderate growth of Streptococcus 
viridans and some micrococci. The streptococcus was 
sensitive to penicillin, chloramphenicol, and erythro- 
mycin, but insensitive to streptomycin and achromycin. 
Culture of the spleen yielded only micrococci. Ata 
later date attempts were made in Leeds to re-isolate 
Str. viridans from material held at — 25° C., in order to 
carry out serological investigations with the organism 
and the patient’s serum. However, the material was 
consistently sterile. 

The significance of the isolation of R. burneti from 
the aortic valve, spleen, and lung required further 
quantitative investigation for three reasons: (1) because 
of the possibility of cross-contamination of specimens 
during the process of collection at the post-mortem 
examination ; (2) because the isolation of R. burneti 
from a particular tissue might be due more to the 
presence of infected blood in the tissue than to the 
multiplication or persistence of the rickettsiae in the 
tissue itself ; and (3) to find out whether the aortic-valve 
vegetations were highly infectious for guinea-pigs, as 
might be expected if the microcolonies of rickettsia-like 
organisms seen in histological sections of the vegetations 
were in fact R. burneti. Accordingly fresh suspensions 
of spleen, lung, and aortic-valve vegetations were made, 
tenfold dilutions prepared in 10% horse-serum broth. 
and pairs of guinea-pigs inoculated intraperitoneally 
with 1.0 ml. of each of the appropriate tenfold dilutions. 


Taste Il.—Isolation of R. burneti from Specimens Taken During Life and at Necropsy on Patient with Chronic 


QO Fever 
| Reciprocal of Titre of C.F. Antibody 
Laborator Date of Guinea-pig |— 
No . Specimen Collection No. Pre-inoculation Serum T Post-inoculation Serum 
| | burneti R. mooseri R. burneti_ | mooseri 
VL.886 Pool of 3 heparinized | September 6-8, 1956] 4 <8 <8 128 <8 
() blood samples 5 <8 <8 > 2,048 | <8 
VL.886 | Re-examination of stored | 6-8, 1956 14 <2 <2 — (see below)* om 

(2) } blood samples is <2 <2 256 <2 
VL.857b | Blood clot from serum | ,, 3, 1956 7 <2 i <2 4 <2 
VL.857a 8 <2 <2 8 <2 

VL.2655b Heparinized blood sample | October 28, 1957 30 <2 | <2 32 <2 

31 <4 <4 <4 <4 
Necropsy Material * 

VL.2886a | Spleen . | January 3, 1958 35 <2 <2 > 128 <4 
36 <2 <2 4 <4 

VL.2886b/| Brain 37 <2 | <2 <4 <4 
38 <2 <2 <4 <4 

VL.2887a | Aortic valve and vegeta- ° 39 <2 <2 128 <4 
tions 40 <2 <2 > 128 <4 

VL.2887b | Mitral valve 43 <2 <2 <4 <4 
44 <2 <2 <4 ‘ 24 

VL.2888 | Liver. 41 <2 <2 <4 <4 
} 42 <2 <2 <4 <4 

VL.2889a | Lung | 45 <2 <2 64 4 <4 
| 46 <2 <2 <4 j <4 


i 
* Guinea-pig 14 was febrile on the 14th and the 17th to 2Ist days and was killed to obtain material for passage. An enlarged spleen and pneumonia 
were found on post-mortem examination of the animal. 
t 10% w/v tissue suspensions. 
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Taste I11.—Results of Infectivity Titration of Spleen, Lung, and 
Aortic-valve Vegetations Performed in Guinea-pigs 


Q-fever Complement-fixing Antibody 
Dilution (wv) (Reciprocal of Titre) in Sera from 
Specimen r Tissue ‘ Pairs of Inoculated Guinea-pigs 
| First Guinea-pig | Second Guinea-pig 
Spleen__... 10"! > 64 > 64 
(VL. 2886a) 10-3 <8 <8 
Lung 10°? <8 <8 
(VL. 2889a) 10-2 <8 16 
Aortic-valve | >64 > 64 
vegetations 10-2 > 64 > 64 
(VL. 2887a) | 10-3 >64 >64 
10-* > 64 > 64 
| <8 <8 
| 10-* >64 16 
| 10-7 <8 <8 
<8 <8 


Table III shows the results obtained. The infectivity 
of spleen and lung was low, but the aortic-valve 
vegetations could be diluted to almost 1/1,000,000 
(10°*) before they ceased to infect guinea-pigs. 


Discussion 
The discovery of a high level of Q-fever complement- 
fixing antibody in the patient’s serum at the beginning 
of his chronic illness, and the isolation of R. burneti 
from his blood stream on two occasions at an interval 
of 13 months, clearly indicate a persistent and active 
infection with the rickettsia. However, the significance 
of this infection as a cause of the lesions observed post 

mortem calls for some discussion. 
The grotesque distortion of the aortic-valve cusps, 
sinuses, and interventricular septum did not resemble 
any recognized congenital deformity of the heart—in 


particular that of a bicuspid aortic valve or septal’ 


aneurysm. Rather the changes were similar to those of 
a treated but progressive subacute bacterial endocarditis 
in which the distortion is the outcome of the prolonged 
interaction of the processes of slow tissue destruction 
and tissue repair. 

Although a viridans streptococcus was isolated from 
the aortic-valve vegetations after death, it seems 
improbable that the condition was primarily one of 
subacute bacterial endocarditis. Except for the cerebral 
haemorrhage, which might perhaps have been embolic 
in origin, there was no evidence of old or new infarcts 
in the brain, spleen, intestines, or kidneys. Nor did the 
latter organs show histological evidence of embolic focal 
glomerulonephritis. Examination of numerous sections 
of the aortic-valve vegetations did not show Gram- 
Positive cocci or any other organism of the size of 
bacteria. Streptococci (or other bacteria) were not 
isolated from any of the frequent blood cultures taken 
during life, and, although the streptococcus isolated at 
necropsy was sensitive to penicillin, administration of 
this drug did not improve the patient's condition (see 
Robson and Shimmin, 1959; special plate, Fig. 2). 
Consequently it seems probable that the streptococcus 
was either a transient visitor on the vegetations or a 
contaminant from an agonal or post-mortem invasion 
of the blood stream—perhaps from the inflamed tonsils. 

The organisms which were seen in the sections of the 
vegetations stained with Giemsa or Dominici had the 
size and staining properties of rickettsiae, and the 
vegetations were shown by guinea-pig inoculation (Table 
II!) to contain large numbers of Q-fever organisms. The 


guinea-pig infectivity titre was, perhaps, lower than 
might have been predicted from the profusion of 
rickettsia-like organisms seen in the sections, but due 
allowance must be made both for the presence of 
stainable but non-viable organisms and for the 
neutralizing effect of serum antibody (Abinanti and 
Marmion, 1957). 

Although the evidence presented above does not 
constitute complete proof that the microcolonies of 
organisms in the vegetations were R. burneti—this 
would, presumably, require the application of some 
direct and specific method of identification such as 
fluorescent antibody staining—it does seem to us to be 
extremely suggestive. 

The apparently extracellular position of the micro- 
colonies in the vegetations is admittedly a puzzling 
feature. Observations of the growth of R. burneti in 
such media as the mouse spleen, the chick-embryo 
chorion, or tissue-culture preparations of chick tissues 
(Burnet, 1938; Weiss and Pietryk, 1956) suggest that 
the rickettsia grows intracellularly in cytoplasmic 
vacuoles. Cox and Bell (1939) in their experiments on 
the growth of R. diaporica (R. burneti) in chick-embryo 
tissue cultures reported extracellular forms, but it is not 
clear whether they considered that the organism had 
multiplied extracellularly and, if so, how this had been 
assessed. It is possible that the microcolonies observed 
in the aortic-valve vegetations were once intracellular, 
but that the nuclear and cytoplasmic structures of the 
host cell had degenerated and disappeared. If so, it is 
strange that an extensive search of the endothelial and 
other cells of areas adjacent to the vegetations did not 
reveal any of the hypothetical, early stages of the intra- 
cytoplasmic development of microcolonies. To explain 
this it would be necessary to postulate that such stages 
had been suppressed by the chemotherapy with 
tetracycline, while the organisms in the fibrin clot 
remained virtually untouched. We can only conclude 
that our observations, made at a late point of time in 
a lengthy disease process, do not enable us to decide 
finally whether these organisms had grown inside or 
outside of cells. 

In view of the relative infectivity titres of the various 
tissues it seems probable that the aortic-valve vegetations 
were the source of the rickettsiae which were isolated 
from the blood during life, and probably also for those 
which were isolated from lung and spleen, which act as 
filters in the vascular system. No collections of 
organisms similar to those in the vegetations were seen 
in any other tissue, although it is perhaps unfortunate 
that the lymph nodes, which recent studies of Brill’s 
disease (Price et al., 1958) suggest may act as one nidus 
for a rickettsia (R. prowazeki), were not inoculated into 
guinea-pigs even though histological examination of 
cervical and hilar nodes did not reveal rickettsiae. 


Lastly, the findings in the patient's serum were also 
of some interest. Stoker and Fiset (1956), in a study of 
variation in the C.F. antigens of R. burneti, found that 
strains of the rickettsia recently isolated from human 
beings or animals, and in the early stages of adaptation 
to growth in the yolk sac of the chick embryo, would 
not fix complement with sera taken from human beings 
at varying times after an attack of Q fever. After eight 
or more serial passages in the yolk sac the strains 
generally acquired the ability to fix complement with 
such sera. The non-reactive and reactive states were 
termed, respectively, Phase 1 and Phase 2. 
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The formation of C.F. antibody to Phase | antigen 
by our patient appears to be unique, and, as this finding 
is most simply explained in terms of prolonged antigenic 
Stimulation, the presence of such antibody clearly 
deserves further investigation as a possible indicator of 
chronic infection with R. burneti. 


Summary 


This paper describes the pathological and bacterio- 
logical findings in the case of chronic Q fever infection 
described clinically by Robson and Shimmin. 


Examination of the patient's serum at the beginning 
of his chronic illness revealed high titres of comple- 
ment-fixing antibody to both antigenic phases of 
Rickettsia burncti. The rickettsia was isolated from the 
blood stream on two widely separated occasions during 
the chronic illness. An account of the experiments 
establishing these points is given in detail. 

Examination after death revealed a cerebral haemor- 
rhage, a distorted aortic valve with vegetations, and 
various secondary changes in other organs resulting 
from heart failure. Microcolonies of rickettsia-like 
organisms were secn in histological sections of the aortic- 
valve vegetations, which were also shown by guinea-pig 
inoculation to contain R. burneti in large numbers. In 
addition, the rickettsia was isolated from the lung and 
spleen. 


The findings differed in a number of ways from those 
of subacute bacterial endocarditis, and this point is 
explored in detail. 


We are grateful to Dr. F. H. Scadding for his help and 
encouragement at all stages of this investigation. We are 
indebted to Dr. M. G. P. Stoker (Cambridge) for a gift of 
Phase | antigen; to Mr. E. Mitchell (Cambridge) and Mr. 
M. Turney (Middlesex Hospital) for the illustrations; to 
Mr. C. E. Trickett (Middlesex Hospital) for technical 
assistance ; and to Mrs. O. Eddison for much secretarial 
help. 
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Two hundred people from European refugee camps and 
10 elderly White Russians from China are to be admitted 
to Great Britain during the autumn under a scheme put 
forward by the World Refugee Year United Kingdom 
Committee and approved by the Government. Of these 
200, 150 will include single men and women suffering from 
tuberculosis. or families in which one member, other than 
the breadwinner, is tuberculous. These patients will go to 
sanatoria, and their treatment will be the responsibility of 
the National Health Service. They will then rejoin their 
families and he resettled in Britain. The other 50 will come 
from Germany and Austria mainly in family groups which 
have so far been difficult to settle. (The World's Children, 
vol. 39, No. 3.) 


ASSOCIATION OF CARDIAC PULMONARY 
HAEMOSIDEROSIS AND FIBROSIS 
BY 
PHILIP ELLMAN, M.D., F.R.C.P. 
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R. A. M. OLIVER, M.A., D.M. 


From St. Stephen's Hospital (the Rheumatism Unit and 
Department of Pathology), London 


(WitH Speciat PLATE] 


The deposition of haemosiderin in the lungs was first 
commented upon by Virchow in 1858, but it was not 
until 1928 that Fahr (quoted by his disciple Rosenhagen) 
appreciated the focal character of this phenomenon in 
describing the condition of pulmonary haemosiderosis in 
association with valvular heart disease. His observations 
were based on three necropsies, the cases including two 
with mitral stenosis and one with aortic incompetence. 


Such endogenous haemosiderin has commonly been 
supposed to lead to pulmonary fibrosis, and the term 
“brown induration” has been used to summarize the 
changes. Zenker (1866) thought that exogenous 
siderosis was also associated with fibrosis, but this has 
not been confirmed by later workers. McLaughlin 
(1951) has contrasted the findings in the industrial 
siderosis of rouge-workers and arc-welders, where the 
inhalation of inorganic iron is not followed by fibrosis, 
with those in endogenous pulmonary haemosiderosis, 
where fibrosis is reported to be commonly found. 


Recent experience with two patients under the care 
of one of us (P. E.) has led us to believe that endogencus 
haemosiderin in the lung may be less fibrogenic than has 
hitherto been supposed. This is in keeping with the 
findings of Taylor and Strong (1955), who carricd out 
necropsy studies on the lungs in 45 cases of mitral 
stenosis, They found that the degree of haemosiderin 
was proportional to the degree of right ventricular 
hypertrophy, but that there was little evidence of 
fibrosis or giant-cell reaction in cases showing heavy 

pulmonary haemosiderosis. Although many textbooks 
on medicine and pathology mention diffuse pulmonary 
fibrosis as a result of mitral stenosis with haemosiderosis, 
Muir (1958) in his textbook notes the microscopic 
absence of fibrosis, and Lendrum (1950) states that 
“indeed it is remarkable how normal is the appearance 
of the lung between the nodules.” 


Case 1 


This patient. a man aged 43—already reported by Ellman 
and Gee (1951), but further elaborated here in the light of 
subsequent progress—was first seen in 1939 at the are of 
23. He gave a history of acute rheumatic fever with joint 
involvement at the age of 7. He had two episodes of 
pneumonia when aged 13 and 16. At the age of 22 he 
noticed breathlessness and recurrent haemoptyses. 
Examination showed a thin man with a sallow complexion, 
but no cyanosis. There was no dyspnoea at rest. There 
were physical signs of a tight mitral stenosis with auricular 
fibrillation at this time. In 1943 he had a_ severe 
haemoptysis of about 1 pint (0.6 litre) and his dyspnoea 
increased. chest radiograph showed gross miliary 
mottling throughout both lungs; there was moderate 
enlargement of the left auricle, with some systolic 
pulsation visible on screening: the right auricle was 
considerably enlarged and formed the right border of the 
cardiac silhouette. Cardiac catheterization at Hammersmith 
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Hospital showed a right ventricular pressure of 20 cm. saline 
with a pulmonary arterial pressure of 30 cm. 

Mitral valvotomy was carried out on March 5, 1952, when 
the mitral opening was found to be very small (8 x 4 mm.) 
with little regurgitant stream. Commissures were split to 
the ring with a valvotome, leaving an opening about 4 cm. 
in diameter. Lung biopsy showed pulmonary haemo- 
siderosis with thickening of arterioles but no _ fibrosis 
(Special Plate, Fig. 1). After operation his improvement 
was dramatic. His exercise tolerance increased from 10 
yards to 3 miles (9 m. to 5 km.). He went back to full-time 
work and took up dancing. Sputum disappeared and there 
was no recurrence of haemoptysis, Clinically to date, the 
physical signs in the heart are within normal limits, and no 
apical murmur can be heard. Radiologically, the cardiac 
outline had now returned to normal, and the striking 
miliary mottling in the lung fields (Special Plate, Fig. 2) 
began to clear gradually over the course of the next three 
years (Special Plate. Fig. 3). When last seen in October, 
1958, he was entirely free from symptoms. no haemoptysis 
had occurred since the valvotomy, and on _ x-ray 
examination of the chest the lung fields were virtually clear. 


Case 2 

In this case, that of a man of 41, mitral stenosis was 
first diagnosed at the age of 11. There was no definite 
history of preceding rheumatic fever and no disability at 
that time. Mitral stenosis was confirmed when he was 
rejected at an Army medical examination at the age of 24. 
He continued at work as a van-driver without obvious 
disability. In the course of the next 10 years he had several 
episodes of bronchitis with increasing exertional dyspnoea 
and recurrent haemoptyses. The physical signs were: 
collapsing pulse; sinus rhythm—jugular venous pulse not 
raised ; apex beat 4 in. (10 cm.) to left of mid-sternal line ; 
signs of right ventricular enlargement; apical diastoiic 
thrill, apical systolic and diastolic murmurs, and aortic 
diastolic murmur. Blood pressure 130/65 mm. Hg. A 
chest radiograph snowed evidence of enlargement of left 
auricle and right ventricle and a characteristic pulmonary 
haemosiderosis (Special Plate, Fig. 4). Tomography 
revealed definite calcification of the mitral valve. Cardio- 
scopy showed jerky wide-amplitude pulsation. Systolic 
expansion of the left auricle and right ventricle was 
confirmed and marked calcification of the mitral valve 
noted. 

On April 28, 1954. because of his symptoms of 
progressive breathlessness and haemoptysis, mitral 
valvotomy was performed at Hammersmith Hospital. 
There was a normal-sized auricular appendage, with a large 
pulmonary artery and veins. The mitral valve measured 
9x4mm. There was gross calcification of the mitral valve, 
which was rigid. In view of the rigidity of the valve a 
small split was made in the lateral commissure in order 
to avoid increasing the mitral incompetence. The final 
valve size was 1.5 cm. The post-operative course was 
uneventful. The dyspnoea was greatly improved for three 
years, there were no further haemoptyses, and the patient 
was able to return to work for three years. 

In January, 1957. the dyspnoea returned, and in March 
the sputum was blood-streaked. Later the haemoptysis 
recurred and it was obvious that the mitral valve had 
restenosed. In view of the gross calcification of the valve 
and signs of mitral incompetence, it was felt that further 
valvotomy was contraindicated, and his symptoms, despite 
Symptomatic treatment, became progressively worse. 

In December, 1957, at the age of 41, he developed a 
sudden left hemiplegia due to a cerebral embolus. On his 
final admission to hospital on December 19, 1957, there 
was residual weakness of the left arm, face, and leg, together 
with obvious signs of mitral stenosis with incompetence. 
Chest radiographs showed the generalized miliary mottling 
of the lung fields to be unchanged. Following upon an 
o- of acute pulmonary oedema he died on January 28, 

58. 


Post-mortem Findings (R. A. M. O.).—The body was that 
of a wasted male with a healed scar over the left lower ribs. 
The heart weighed 500 g. The pericardium was adherent 
over the surface of the heart. There was striking enlarge- 
ment of the right ventricle and left auricle. The mitral 
valve was stenosed, just admitting the tip of the little 
finger. The cusps were grossly calcified, thickened, and 
rigid. The other heart valves appeared normal. The 
myocardium appeared normal macroscopically. Micro- 
scopy showed pericardial thickening and fibrosis with 
scarring at the base of the mitral valve cusps. No Aschoff 
nodules or cellular infiltration were seen. The right lung 
weighed 1,015 g. and the left 775 g. The surface of both 
lungs was strikingly yellowish-brown in colour. Fine 
adhesions partially obliterated the fissures and the pleural 
cavities. The lung parenchyma was firmer than was usual, 
particularly in the upper lobes, but the changes appeared 
to be due to oedema rather than fibrosis (Special Plate, Fig. 
5). Quantities of oedema fluid were expressible from the 
cut surface. Histologically the striking change was the 
large amount of haemosiderin present. Groups of 10-20 
alveoli were filled with macrophages containing golden- 
brown pigment granules, which gave a strongly positive 
prussian-blue reaction for iron. As had been previously 
remarked by Lendrum (1950), peribronchial lymphatics 
and hilar lymph nodes were relatively free from iron. 
Apart from some thickening of the pleura, reticulin and 
Van Gieson stains showed no significant increase of 
fibrous tissue. The alveolar walls appeared thickened in 
the lower lobes posteriorly, but this seemed to be due to 
swelling and separation of reticulin fibrils by oedema and 
dilatation of capillaries rather than to a definite increase of 
collagen. In the remainder of the lung tissue, despite the 
focal collections of haemosiderin-laden macrophages filling 
the alveoli, the alveolar walls appeared normal. Frag- 
mentation of elastica and the cellular reaction described 
in some cases of idiopathic pulmonary haemosiderosis 
(Wyllie et al., 1948) were absent. Intra-alveolar capillaries 
were dilated, with diapedesis and leakage of red cells into 


- many of the alveoli. The pulmonary arterioles appeared 


thickened, but without sclerosis or fibrinoid change. The 
brain weighed 1,260 g. There was a recent localized 
infarct 4 cm. in diameter involving the right lentiform 
nucleus. The cerebral vessels were free from atheroma. 


Discussion 


In the two cases described above a miliary pattern in 
the chest radiographs was known to have been present 
for 18 years in Case 1; in Case 2 it was found on 
examination in 1954, when the patient first came to 
our notice. Both patients had suffered recurrent 
haemoptyses for twenty and six years respectively. It is 
therefore of interest that in the first case the miliary 
pattern disappeared gradually after successful mitral 
valvotomy, while in the second, where successful 
valvotomy was not possible owing to calcification of the 
valve, the long-standing pulmonary haemosiderosis and 
unchanged miliary radiological pattern were not 
associated with significant pulmonary fibrosis at 
necropsy. 

It must be concluded that the miliary radiological 
pattern in Case 1 was due mainly to the focal 
deposition of haemosiderin, which can certainly be 
removed from the tissues, as has been described in 
arc-welders (Doig and McLaughlin, 1948) and during the 
treatment of haemochromatosis (Davis and Arrowsmith, 
1952). This concept is confirmed by radiology of 
whole-lung sections prepared by the Gough technique in 
Case 2. It was thus possible to reproduce the miliary 
pattern exactly, the opacities on the radiocraph 
corresponding with the focal haemosiderin deposits in 
the lung section (Special Plate, Figs. 6 and 7). 
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While the exact pathogenesis is still in doubt, it seems 
generally agreed that the deposition of haemosiderin 
results from pulmonary capillary hypertension, leading 
to repeated intra-alveolar haemorrhages or diapedesis of 
red cells, possibly from varicosities in the anastomosis 
between bronchial vessels and pulmonary arterioles 
(Ferguson et al., 1944). Wood (1954) found that a 
history of sudden profuse haemoptysis of 1 pint (0.6 
litre) of blood or more (“pulmonary apoplexy ”) 
occurred in 55% of cases showing pulmonary haemo- 
siderosis, and in only 12% of cases’ without 
haemosiderosis. 


Additional factors must also play a part in haemo- 
siderosis, since haemoptyses in cardiac disorders are 
common, whereas a miliary pattern in chest radiographs 
is rare (Ellman and Gee, 1951). The question is 
probably one of speed, there being a dynamic 
equilibrium between the rate of formation and 
removal of haemosiderin. Stagnation and pulmonary 
oedema probably play an important part in delaying 
the removal of iron, as shown by Strassmann (1944). 

Whether iron in the tissues is inert or fibrogenic is 
controversial. In the lungs it is interesting to recall that 
iron oxide was the first dust shown experimentally to 
have a restraining influence on the fibrogenic properties 
of free silica (Kettle, 1932). It seems probable that iron 
produces fibrosis in the liver in the idiopathic 
(endogenous) type of haemochromatosis, but it must be 
recalled that in this condition it is present in the tissues 
for 40-50 years before cirrhosis manifests itself. In the 
transfusional (exogenous) type of siderosis the hepatic 
fibrosis produced is minimal, and Cappell et al. (1957) 
believe that iron derived from the breakdown of 
haemoglobin is less fibrogenic than that absorbed from 
the intestine. 


Diffuse interstitial fibrosis of the lung parenchyma is 
said to be a feature of idiopathic pulmonary haemo- 
siderosis (Wyllie et al., 1948). However, in fulminating 
cases of the condition, such as those described by Ceelen 
(1931) and Nancekievill (1949), fibrosis is minimal or 
absent. Moreover, the aetiology of the condition is 
still obscure, so that fibrosis may well be due to factors 
other than haemosiderosis. 

Alternatively, the breakdown products of the erythro- 
cytes may be slowly fibrogenic (Lendrum—personal 
communication). Lendrum points out that it may well 
be the lipoid constituents, and not haemosiderin, that 
produce fibrosis. Where pure iron oxide is deposited 
in the lungs, as in arc-welders and silver-finishers, there 
is a wealth of evidence to show that the pulmonary 
siderosis leads to little or no disability and no fibrosis 
(Harding, 1945; McLaughlin ef al., 1945; Barrie and 
Harding, 1947). Where fibrosis does occur in these 
occupations it is due to mixed dusts, usually silica 
(Harding, 1948). Stewart and Fau'ds (1934) ascribed 
fibrosis in haematite workers to mixture of the iron 
ore with silica and termed the process sidero-silicosis. 
Finally, experimental work on the lungs of animals has 
shown that iron does not cause fibrosis of the lungs 
(Harding, 1945 ; Harding er al., 1947). 

In the past many pathologists regarded “ brown 
induration” as a diffusely fibrosed lung. Kaufmann 
(1929) pointed out that this fibrosis was most marked 
in foci of iron deposition. Lendrum (1950) confirmed 
that small foci of intensive connective-tissue damage 
could occur, but that between these the alveolar walls 
showed a remarkably unaltered appearance. 


We have shown here that a case with obvious 
radiological haemosiderosis not only showed a good 
clinical response to mitral valvotomy, but also gave 
radiological evidence of the gradual clearing of the 
shadows, presumably due to dispersal of the iron. The 
fatal case confirms that there may be little fibrotic or 
granulomatous reaction in spite of radiological and 
necropsy evidence of heavy focal pulmonary haemo- 


siderosis. Summary and Conclusion 


In the past endogenous pulmonary haemosiderosis 
was commonly supposed to lead to pulmonary fibrosis 
(“ brown induration ™). 

Two cases of mitral stenosis described here failed to 
develop significant pulmonary fibrosis. In one case a 
miliary pattern on the chest radiographs was known to 
have been present for 18 years, and, since the lung fields 
cleared gradually after successful mitral valvotomy, it 
was concluded that the opacities were due to haemo- 
siderin unassociated with fibrosis. In the other there 
was a six-year history of haemoptyses, and a miliary 
radiological pattern in the chest was present when the 
case was first seen in 1954. A satisfactory valvotomy 
could not be performed owing to calcification of the 
mitral valve. Following upon a cerebral embolism the 
patient died from pulmonary otedema. The lungs 
showed heavy focal haemosiderosis, but no significant 
fibrosis, either macroscopically or microscopically. It 
was possible to reproduce the miliary pattern exactly by 
radiography of a whole-lung section after inflation and 
fixation. 

In our view, mitral pulmonary haemosiderosis, seen 
radiologically, is no contraindication to mitral 
valvotomy. Indeed, successful valvotomy may be 
followed by gradual disappearance of the miliary lung 
infiltration. 

We are indebted to Sir Russell Brock and Dr. Paul Wood 
for their help in relation to Case 1, and to Mr. W. P. 
Cleland and Dr. J. F. Goodwin in relation to Case 2. We 
are particularly indebted to Professor A. C. Lendrum for 
his helpful advice in the preparation of this paper. 
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AND HIGH SEDIMENTATION RATE 
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Within the last five years 15 cases have been reported 
in which a myxoma of the left atrium was diagnosed 
during life. In one instance the diagnosis was suggested 
by the clinical findings alone (Kirkeby and Leren, 1952), 
and in the others it was ultimately made either by 
angiocardiography (Steinberg er al., 1953; Crafoord, 
1954; van Buchem and Eerland, 1957) or during 
cardiotomy for suspected mitral stenosis. In 12 cases 
an attempt was made to excise the tumour, but the 
operation was successful in only four of them 
(Crafoord, 1954; Scannell et al., 1956; Bigelow et al., 
1956; Chin and Ross, 1957). The myxoma was found 
unexpectedly during exploration of the mitral valve in 
at least two of the successful cases, and a second 
operation with a different anatomical approach was then 
necessary. Pre-operative diagnosis of these tumours is 
therefore desirable, but their extreme rarity and their 
tendency to imitate mitral-valve lesions makes this 
difficult. On this account we report the case below. 
which, although extensively investigated, was not 
diagnosed during life. 

Differentiating features have been described, but they 
do not usually appear until the tumour has grown 
dangerously large. Alterations in symptoms and signs 
with changes in posture, recurrent syncope simulating 
Stokes-Adams attacks, systemic embolism without 
bacteriaemia, variability of the heart murmurs, and 
progressive failure with rapid cardiac enlargement are 
recognized as characteristic of this condition (Yater, 
1931). Several of these features apeared in the case 
reported here, together with other abnormalities which 
have received less attention. 


Case Report 


A man aged 56 was admitted to Hammersmith Hospital 
in April, 1953, complaining of increasing tiredness and 
breathlessness. He had no other symptoms and had never 
before been ill. He appeared healthy, but was pale and 
febrile with a temperature of 99.8° F. (37.7° C.). He had 
a nasal voice due to a highly arched palate, a funnel 
deformity of the sternum, a small haemangioma on the right 
shoulder, and an indirect inguinal hernia. His pulse was 
regular at 80 per minute. His blood pressure was 130/75 
mm. Hg. The jugular venous pressure was not raised and 
there was no oedema. The apex beat was not displaced, the 
heart sounds were normal, and no murmurs were heard. 
Haemoglobin, 10.8 g. per 100 ml. ; red blood cells: M.C.V. 
$1 cu, M.C.H.C. 32% ; white blood cells, 9,000 per c.mm. ; 
E.S.R., 110 mm. in one hour (Westergren) ; serum albumin 
2.7 g., serum globulin 5.3 g., per 100 ml.; blood urea, 
18 mg. per 100 ml. Sternal marrow normal, except that 
3° of the nucleated cells were mature plasmocytes. 


*Present address: St. Luke’s Hospital, Guildford, Surrey. 
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Sputum culture: no tubercle bacilli. Chest radiographs: 
slight cardiac enlargement, probably including the left 
atrium ; calcified lesions at apex of right lung. Radiographs 
of bones normal. Urine: no albumin or proteose. 

The patient was discharged two weeks later, and his 
symptoms disappeared soon afterwards. His haemoglobin 
rose spontaneonsly to 14.6 g. per 100 ml., and, although 
the E.S.R. and serum globulin level remained raised, he was 
well until April, 1954. He then developed a headache and 
became blind in the right eye for five minutes. His 
haemoglobin was 9.8 g. per 100 ml. Chest radiography showed 
further enlargement of the heart with prominence of the 
left atrium (Special Plate, Fig. 1) and main pulmonary 
arteries, but an electrocardiogram was normal. Three 
months later he noticed transient weakness of the left arm. 
No neurological signs were found, but an apical systolic 
murmur was heard for the first time. He had breathlessness 
and palpitations during the next few months, and was 
readmitted in December, 1954. 

He was dyspnoeic at rest and had a short, dry cough. 
His temperature was 99.4° F. (37.4° C.); pulse rate, 106 
per minute ; blood pressure, 105/70 mm. Hg. The jugular 
venous pulse showed “a” and “v™ waves filling to 5 cm. 
above the sternal angle. The apex beat was still not 
displaced, but a right ventricular lift was felt. The first 
heart sound in the mitral area was accentuated, and a loud 
pansystolic murmur was heard, maximal at the apex and 
conducted to the axilla. The second sound was narrowly 
split; the pulmonary component was loud, and a faint 
early diastolic murmur was audible in the third left 
intercostal space. There were crepitations at both lung 
bases, the liver was slightly enlarged, and ankle oedema 
was present. Haemoglobin, 9.3 g. per 100 ml.; E.S.R.. 
99 mm. in one hour; serum globulin, 6.0 g. per 100 ml. : 
blood culture repeatedly negative. Sternal marrow 
unchanged (10%, of plasmocytes). Gum biopsy: no amyloid 
infiltration. Chest radiograph: small left pleural effusion : 
considerable enlargement of right ventricle and of both 
atria. Electrocardiogram: moderately large bifid P waves 


-in lead II, and no _ evidence of right ventricular 


preponderance. 

The cardiac failure responded to treatment, but the 
persistent fever was unaffected by _ penicillin and 
streptomycin. A blood transfusion was given, and the patient 
was discharged after nine weeks in hospital. A week later he 
had anginal pain at rest for two days, and in April, 1955. 
he again noticed weakness of his left arm for ten minutes. 
subsequently he developed a “ frozen ” left shoulder. Sudden 
attacks of giddiness which sometimes caused him to fall. 
without loss of consciousness, also occurred. He remained 
breathless and weak, but the oedema did not recur. In 
February, 1956, he fainted while hurrying, and in the 
following May a right pleural effusion developed for which 
he was admitted to hospital. 

Temperature 99° F. (37.2° C.); haemoglobin, 11 g. per 
100 ml.; E.S.R., 95 mm. in one hour; serum globulin, 
5.5 g. per 100 ml. (electrophoretic pattern non-specific ; less 
than 5% of “macroglobulin”). The jugular venous 
pressure was not raised and the heart signs were 
unchanged. A faint mitral diastolic murmur was suspected 
on one occasion, but phonocardiography revealed only the 
third heart sound. The electrocardiogram was unaltered 
and a Congo-red test was negative. Cardiac catheterization : 
P.C.P. 15/3. P.A.P. 55/12, R.V.P. 55/0, R.A.P. +3/—3 
mm. Hg. Dye curves showed a cardiac output of 6.7 litres 
per minute, with evidence of slight backflow on the left side 
of the heart. The pleural effusion was aspirated, and the 
patient was discharged a month later. 

He remained free from oedema without diuretics until 
December, 1956, when he was readmitted in congestive 
failure. He was still febrile and anaemic, and the serum 
globulin was 5.1 g. per 100 ml. A chest radiograph showed 
further enlargement of the left atrium and pulmonary 
arteries, and horizontal septal lines at both lung bases. The 
heart murmurs were no different, and after two weeks’ 
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treatment the venous pressure returned to normal. The 
patient’s condition did not improve, however, and on 
February 8, 1957, he suddenly became shocked and semi- 
comatose, with intense venous congestion, a blood pressure 
of 90/60 mm. Hg, and 2:1 heart-block confirmed by an 
electrocardiogram. He died 12 hours later. 


Post-mortem Examination 

At necropsy the relevant findings were a right pleural 
effusion, a recent infarct of the spleen, and a large tumour 
within the left atrium. Both lungs were oedematous, and 
there was a small area of fibrosis in the right upper lobe. 
The left lung was studied by arterial injection, and both 
lungs were examined histologically. The main and 
segmental pulmonary arteries, and the primary divisions of 
the latter, were moderately dilated. The smaller arteries 
were of normal size. Microscopically, there were moderate 
medial hypertrophy and mild fibroelastic intimal thickening, 
but these changes were less severe than in fatal cases of 
mitral stenosis. There were no significant lesions in the 
veins and no evidence of any vascular obstruction. A 
microscopic focus of chronic tuberculosis was present in 
the fibrotic lesion at the apex of the right lung. 

The unopened heart weighed 783 g. The left ventricle and 
1ortic and pulmonary valves appeared normal, but the right 
ventricle and right and left atria were hypertrophied and 
dilated. The tricuspid valve ring was 170 mm. in 
circumference. The tumour measured 105 x 90x 50 mm.., 
ind almost completely filled the cavity of the left atrium 
(Special Plate, Fig. 2). It was attached by a short pedicle 
25 mm. in diameter to the wall of the atrium between the 
right upper pulmonary vein and the interatrial septum, and 
its apex lay within the mitral valve cusps. The mitral valve 
ring was dilated, but the cusps appeared to close efficiently 
iround the tumour, producing a groove upon it. The 
surface of the tumour was smooth except at the apex, 
where it was polypoid. On section it was grey and 
translucent, with dark haemorrhagic areas most numerous 
near the base and large areas of yellow necrosis beneath 
the mitral groove. There was no thrombosis on the external 
surface, and no evidence of endocarditis or of a myocardial 
lesion. 

Sections from six areas of the tumour were stained for 
reticulin, collagen, and elastic fibres; and with haemalum 
and eosin, toluidine blue, alcian blue, Southgate’s 
mucicarmine, and the periodic acid-Schiff technique. 


Histological Findings 

The tumour was covered by endothelium. In_ the 
myocardium near its attachment there were numerous thick- 
walled arteries and veins. The pedicle consisted of irregular 
bundles of elastic fibres and collagen with the peripheral 
fibres continuous with those of the superficial endocardium. 
It was traversed by large distorted vessels, some having a 
well-developed muscle layer. The body of the tumour 
showed a constant pattern of malformed blood vessels 
linked by a _ network of anastomosing cords of 
vasoformative cells with abundant intervening amorphous 
matrix. The vessels diminished in size progressively from 
base to apex, and all transitions from formed vessels to 
cords of cells were evident. A minority of the larger 
vessels showed an incomplete malorientated smooth-muscle 
layer. ‘The cells of the cords and those forming the walls of 
the intermediate- and smaller-sized vessels were spindle- 
shaped with plump vesicular nuclei, and were indistinguish- 
able from the endothelial cells of the larger vessels. 
Occasional similar discrete cells, more variable in outline. 
were scattered throughout the matrix. In the apical polypi. 
where the matrix was relatively more abundant, there were 
scattered stellate cells giving an appearance resembling a 
true myxoma. Coarse reticulin and fine elastic fibres 
coursed in the amorphous matrix. The latter was 
eosinophilic, giving a reaction which was positive with 
alcian blue, negative with Southgate’s mucicarmine, and 
faintly positive with the P.A.S. technique. Surrounding 
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some of the vessels there were small pools of basophilic 
mucin which stained metachromatically with toluidine blue. 
The necrotic areas contained numerous acicular clefts, and 
at their periphery there was a narrow zone of macrophages 
with occasional giant cells. Throughout the tumour there 
were small collections of plasma cells, lymphocytes, and 
mast cells, with numerous siderophages and lipophages in 
the regions of old haemorrhage (Special Plate, Figs. 3 and 4). 
Sections along the apex of the splenic infarct failed to show 
tumour embolus. 


Comment 


The patient developed a loud apical systolic murmur 
and cardiac enlargement, and he died from an 
unrecognized myxoma of the left atrium. The deep 
left auricular impression in the oesophagram provided 
a clue to the lesion, but its significance was not 
realized at the time. Tumour embolism possibly 
accounted for the transient neurological symptoms, and 
the exertional syncope was probably due to obstructed 
filling of the left ventricle. Throughout the four years 
of his illness the patient also had a low-grade fever, 
variable anaemia, a high E.S.R., and a serum globulin 
of 5-6 g. per 100 ml. The latter findings were wrongly 
considered to indicate that he was suffering from a 
generalized systemic disease. 


Discussion 


In a brief review of 30 published cases of atrial 
myxoma Von Reis (1949) pointed out that the E.S.R. 
was considerably raised in every one of the eight cases 
in which it was recorded. It was nearly 100 mm. per 
hour in five instances, and the author’s own case had 
fever and anaemia as well as an E.S.R. of 82 mm. per 
hour. Fever, anaemia, and a high E.S.R. have been 
found incidentally in many subsequent cases (Allison 
and Susman, 1949; Kirkeby and Leren, 1952 ; Clowes 
et al., 1954; Gleason, 1955; van Stekelenburg and 
Jordans, 1956; Lekisch, 1957), but only Kirkeby and 
Leren commented that their occurrence was not unusual 
in this condition. No mention is made of such findings 
in recent reviews of the subject (McAllen, 1950: 
Prichard, 1951: Martin, 1953; Protheroe, 1957). 
Although these signs are not invariably present, they 
appear to occur often enough to be of great diagnostic 
importance. Had their significance been appreciated in 
the present case,’ for example, they might eventually 
have led to the correct diagnosis. They were evident 
before the tumour had seriously embarrassed the 
circulation, and they preceded the other signs by many 
months. Hyperglobulinaemia, as found in our case, has 
not apparently been observed before, but it may well 
have existed in other patients with equally high E.S.R.s. 

Why this systemic reaction should occur is uncertain, 
but Lekisch (1957) suggested that in his patient it was 
possibly due to degenerative changes in the tumour itself. 
This explanation is attractive, since haemorrhage and 
necrosis are very commonly found in myxomata, and 
similar degenerative changes in uterine myomata are 
known to cause a febrile reaction. Moreover, the 
response to breakdown products released from a 
myxoma might be expected to be both brisk and 
sustained, owing to the intravascular situation of the 
tumour. Its exact position within the heart seems 
immaterial, since fever and anaemia have also been 
observed when the tumour was in the right atrium 
(Kendall and Symonds, 1952). 

The gross features of the tumour reported here 
conformed with the accepted characteristics of 4 


: 
i 
« 
{ 
| 


NAL 
philic 
blue, 
and 
hages 
there 
and 
es in 
rd 4), 
show 


Nov. 14, 1959 


ATRIAL MYXOMA 


993 


cardiac myxoma, but microscopically the formed 
elements were clearly angiomatous. Raeburn (1952) 
has described examples ranging from a classical 
myxoma to an unequivocal haemangioma. The palatal 
and other developmental defects in our case were 
apparently coincidental, since we have found only one 
other report of a myxoma associated with a congenital 
abnormality, an atrial septal defect (Paquet, 1946). The 
rate of growth of these tumours, however, is possibly 
quite slow, judging from the length of history sometimes 
recorded. The recent report of a small myxoma found 
in the atrium of a stillborn infant (Reddy et al., 1956) 
is therefore of interest. 


We wish to thank Dr. C. L. Cope for permission to publish 
this case ; Dr. J. Shillingford for the catheterization and dye 
studies; and Professor J. McMichael, Professor C. V. 
Harrison, and Dr. J. F. Goodwin for their interest and 
advice. We are also especially grateful to Dr. William Evans 
for much helpful criticism, 


REFERENCES 


Allison, D. R., and Susman, W. (1949). Lancet, 2, 11. 

Bigelow, W. G., Dolan, F. G., and Campbell, F. W. Quoted by 
Scannell et al (1956). 

Chin, E. F., and Ross, D. N. (1957). Brit. med. J., 1, 1447. 

Clowes, G. H. A., Neville, W. E., Hopkins, A., Anzola, J., and 
Simeone, F. A. (1954). Surgery, 36, 557. 

ro C. (1954). Quoted by Goldberg, H. P., and Steinberg, 

Circulation, 11, 963. 

Gianan I. O. (1955). Cancer, 8, 839. 

Kendall, D., and Symonds, B. (1952). Brit. Heart J., 14, 139. 

Kirkeby, K., and Leren, P. (1952). Acta aot. scand., 143, 385. 

Lekisch, K. "(1957). Ann. intern. Med., 982. 

McAllen, P. M. (1950). Brit. med. J., 1, “a 

Martin, B. F. (1953). Ann. intern. Med.. 38, 325. 

Paquet, E. (1956). Canad. med. Ass. J., 74, 121. 

Prichard, R. W. (1951). A.M.A_ Arch. Path., 51. 98. 

Protheree, R. H_ B. (1957). Postgrad. med. J., 33, 402. 

Raeburn, C. (1952). J. clin. Path., 5, 339. 

Reddy, D. J., Rao, T. S., Venkaiah, K. R., Gopalakrishnaiah 
Gupta, H., Saxuntala Devi, P., and Naidu, N. V. (1956). 
Indian J. Pediat., 23, 210. 

Von Reis, G. (1949). Acta med. scand., 133, 21 

Scannell, J. G., Brewster. W. R., and Bland, E. *r. (1956). New 
Engl. . Med., 54, 601. 

Steinherg, I, Dotter, C. T., and Glenn, F. (1953). Dis. Chest, 24, 


Van F. S. P., and Eerland, L. B. or Thid., 31, 61. 

Van and Jordans, G. H.W. (1956). Ned. T. 
Geneesk 

Yater, W. M. (1931). — intern. Med., 48, 627. 


According to the National Food Survey Committee the 
average weekly amount of money spent on food in this 
country in 1957 was 28s. 1d. a head, as against 27s. 3d. in 
1956. The rise of 10d., or 3%, was the smallest annual 
increase recorded by the Committee since 1950, a slowing 
down to be expected once the demand for food had been 
largely satisfied after many years of restriction. The 
Committee estimates that 2.4% of the 3% was due to 
higher prices and 0.6% to an improvement in the standard 
of purchases as measured by consumer preference. Since 
1955 there has been a slight shift in demand from staple 
foods to what the survey calls “ convenience” foods, which 
can be prepared quickly and easily. Nevertheless British 
spending habits in relation to the main groups of food have 
remained fairly stable: in the autumn and winter quarters 
from October, 1957, to March, 1958, 18% of the total 
domestic expenditure on food was devoted to milk, cheese, 
and eggs, 32% to meat and fish, 16% to fruit and vegetables, 
26% to cereals, fats, sugar, and preserves, and 8% to all 
other foods. This compared with 18, 30, 14, 27, and 11% 
respectively for the corresponding period in 1936-7. All 
income groups spent more per head on food than in 1956, 
with the exception of the under £7-a-week group (without 
other earners in the family). (Domestic Food Consumption 
and Expenditure: 1957. Annual Report of National Food 
Survey Committee. H.M.S.O., price 8s. 6d.) 
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Herpes simplex virus commonly causes asymptomatic 
or mild infections, but may produce in some cases a 
clinical pattern of great variability and severity (Brain, 
1956). This is especially so in children suffering from 
eczema, who may develop a severe generalized infection 
called Kaposi's varicelliform eruption or eczema 
herpeticum (Jackson and Dudgeon, 1951). At first this 
was thought to be only an involvement of the skin, but 
widespread concomitant visceral lesions have since been 
described (Pugh ef al., 1955; Brain et al., 1957). 
Another severe form of disseminated visceral herpes 
occurs in the absence of eczema ; this was first reported 
from the United States (Quilligan and Wilson, 1951; 
Zuelzer and Stulberg, 1952), and thereafter in England 
(France and Wilmers, 1953; Pugh ef al., 1954) and 
Australia (Colebatch, 1955 ; Williams and Jack, 1955). 


The post-mortem and histological appearances, as 
given in these papers, are fairly characteristic, but 
establishment of the diagnosis depends on the isolation 
of the virus itself. This has been accomplished in only 
a few cases; for this reason, and because of certain 
unusual features, a further case is reported. 


Case Report 


The patient a male first infant, a full-term normal 
delivery, was said by the mother to have been “ delicate” 
since birth and a poor feeder who never cried or moved 
about much. The abdomen was noticed to be rather full 
during the third week, and on the day of admission to 
hospital, at 21 days, he became suddenly pale and collapsed, 
with rolling eyes and continuous moaning, but no 
convulsions. He was admitted a few hours later, when he 
was observed to be pale and thin, with involuntary writhing 
movements of the limbs. There were a large left parieto- 
occipital cephalhaematoma and a small blister on the back. 
The abdomen was distended with fluid. The liver was 
palpable 3 in. (7.6 cm.) below the costal margin, with a 
firm sharp edge, but there was no jaundice. The spleen 
was palpable 1 in. (2.5 cm.) below the left costal margin. 
No abnormality was found in the chest, but breathing 
appeared to be embarrassed by the large liver. The infant 
died less than three hours after admission. The clinical 
diagnosis was cirrhosis, probably due to reticulo- 
endotheliosis or a storage disease. 


Post-mortem Examination (Nine Hours After Death) 


The body was.that of a poorly nourished male infant, 
measuring 21 in. (53.3 cm.) from crown to heel but weighing 
only 7 Ib. (3.175 kg.), and showed considerable distension 
of the abdomen. The umbilicus was healed. and the skin 
was healthy apart from one small collapsed blister just 
below the right scapula. There was no jaundice or oedema. 
There was a large left parieto-occipital cephalhaematoma 
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containing thick dark red blood, but the skull and meninges 
were normal and no abnormality was seen in the brain and 
spinal cord. There was no ulceration of the mouth, 
nasopharynx, oesophagus, or rest of the alimentary tract. 
The lungs were oedematous, with scattered subpleural 
petechiae. The heart appeared normal. The liver was 
enlarged (180 g.) and presented a striking appearance (see 
photograph). It was firm, had sharp edges, and was 
generally brick red, with scattered small yellow foci showing 
through the capsule but not raised above it. They were 
fairly evenly distributed through both lobes, and none was 
larger than 1-2 mm. in diameter. Sections confirmed the 
diffuse distribution and that they were nowhere confluent. 
The portal and mesenteric lymph nodes appeared normal. 
The umbilical vein and ductus venosus were closed and the 
portal vein normal. The spleen was greatly enlarged (50 g.), 
of normal shape and consistency, and dark red with poorly 
defined Malpighian bodies. No nodules were seen. The 
adrenals were of normal size, but a number of tiny yellow 
nodules were scattered beneath the surface and were seen in 
section to be confined to the cortex. The kidneys and 
pancreas appeared normal. No changes were seen in the 
skeleton and there was no lymphadenopathy. 


Post-mortem Investigations 

The blood Wassermann reaction was negative. Cultures 
and inoculation of liver tissue were negative for tubercle 
bacilli. Swabs from the cephalhaematoma, skin, liver, and 
spleen produced a growth of Escherichia coli only. Serum 
electrophoresis showed a normal gamma-globulin content. 
Pieces of liver, spleen, kidney, lung, heart, and brain were 
frozen for virus studies. 


Histology 

Skin.—Sections of the subscapular blister showed an area 
of coagulative necrosis involving the full thickness of the 
epidermis and superficial corium, the necrotic tissue being 
deeply eosinophilic and almost structuretess, though swollen 
degenerated cells could still be seen in places. The margins 
of the subepidermal blister were well demarcated. At the 
periphery many of the epithelial cells were enlarged, with 
swollen nuclei, but no multinucleate cells were seen. An 
occasional cell showed poorly formed granular acidophilic 
intranuclear inclusions, and only very rarely was a 
basophilic inclusion seen. There was only very slight 
inflammatory reaction at the base of the lesion, consisting 
mainly of lymphocytes and histiocytes. 

Liver.—Numerous blocks from both lobes had essentially 
the same appearance. There were large areas of coagulative 
necrosis, corresponding to the yellow nodules seen 
macroscopically (Special Plate, Fig. 1). The necrosis was 
sometimes centrilobular and midzonal, leaving only a 
narrow rim of surviving liver cells around the portal tracts, 
but in most areas it involved several lobules, with a 
destruction of supporting tissue, reticulin framework, and 


Photograph of the liver showing scattered foci of necrosis. 


vessel walls, far beyond that seen in the usual acute liver 
necrosis. Small clumps of deeply basophilic material were 
present in many of these areas. There was almost no 
inflammatory cell reaction around the necrotic areas, which 
were bordered by degenerate eosinophilic liver cells, many 
showing distorted swollen nuclei. Only a very occasional 
poorly defined intranuclear inclusion, usually eosinophilic, 
was seen (Special Plate, Fig. 2). 

Adrenals——The cortex of both adrenals contained 
numerous well-demarcated areas of coagulative necrosis 
(Special Plate, Fig. 3). The eosinophilic areas often 
contained small irregular masses of deeply basophilic 
material, which, as in the liver, gave staining reactions 
characteristic of deoxyribonucleic acid, similar to that 
described by Pugh et al. (1955). Again there was virtually 
no inflammatory cell reaction at the margins and no definite 
intranuclear inclusions were found. 

Spleen—This showed reactive hyperplasia with a great 
increase of histiocytes and lymphocytes in the pulp, but no 
excess of polymorphs. No areas of necrosis were seen and 
no intranuclear inclusions were found. 

Many sections from the brain and spinal cord showed no 
lesions. No inclusions or necrosis were found in the 
pancreas, salivary glands, or kidneys. Lymph nodes showed 
moderate reactive hyperplasia, and no changes were found 
in sections from other viscera, including lungs, heart, and 
bone marrow. 


Virology 


Materials and Methods.—Pieces of liver, heart, and lung 
of the dead infant were received frozen. They were ground 
to form approximately a 10% suspension in Hanks’s 
balanced salt solution containing penicillin, streptomycin, 
and nystatin. Each specimen was inoculated into two tubes 
containing HeLa-cell cultures and into two tubes containing 
cultures of monkey kidney cells. HeLa-cell cultures were 
maintained for 28 days or until degeneration of the cells 
occurred. Monkey kidney cultures were maintained for 
10 days. The maintenance medium for both types of culture 
consisted of Hanks’s balanced salt solution with 0.5% 
lactalbumin and 5% horse serum. 

Material was also inoculated on to the chorio-allantoic 
membrane of 12-day-old fertile hens’ eggs. Suckling one- 
day-old mice and adult mice were inoculated with material! 
by the intraperitoneal route. 

Results —As the post-mortem and histological findings 
showed that the main lesions were in the liver, extracts 
of this organ were inoculated on to the chorio-allantoic 
membrane of fertile hens’ eggs. No growth was obtained 
after three days. 

The HeLa-cell cultures were inoculated with heart and 
lung extracts and were negative after 28 days, and monkey 
kidney-cell cultures were negative with all three extracts 
after 10 days. However, the HeLa-cell culture inoculated 
with liver extract produced a specific degeneration on the 
eighth day. This degenerating agent was inoculated on to 
the chorio-allantoic membrane of six fertile 12-day-old 
hens’ eggs, and in three days lesions with the morphological 
appearance of herpes simplex were produced. This same 
material, when inoculated intraperitoneally into suckling 
mice, produced rapid death in all six on the fourth day, with 
focal hepatic necrosis. Six adult mice similarly inoculated 
all died on the fifth day. The degenerating agent was 
completely neutralized in HeLa-cell cultures by a herpes 
simplex antiserum kindly supplied by Dr. B. P. 
Marmion, of Leeds Public Health Laboratory. There 
was no neutralizing effect by poliovirus antisera types 1, 2, 
and 3, Coxsackie A9 or BI-BS5, and E.C.H.O. 9 antisera : 
complement-fixation tests with a known adenovirus 
antiserum were negative. 

It was not possible to obtain a specimen of blood from 
the mother, and no blood was available from the infant. It 
would have been interesting to know whether neufralizing 
antibodies were present in their sera. 
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Discussion 


Viraemia in herpes simplex infections was postulated 
for many years before it was confirmed by Ruchman 
and Dodd (1950) and Dudgeon (1950), but it is still not 
known whether it occurs in all primary infections. A 
case of hepato-adrenal necrosis, with intranuclear 
inclusions, in a premature infant was reported by Hass 
in 1935. He described acute coagulative necrosis of the 
liver and focal cortical necroses of the adrenals, 
accompanied by only slight inflammatory cell reaction. 
Intranuclear inclusions were a prominent feature in the 
liver. There were no skin lesions, and virus studies were 
not made, but he suggested, on morphological grounds, 
that herpes simplex was by far the most likely cause. 
The portal of entry and source of infection were not 
determined, but he suggested that the virus might have 
been introduced by a transfusion given with the father’s 
blood. 

Another 17 cases of disseminated visceral herpes 
without eczema have since been described. This does 
not include a small number of cases in which the 
herpetic lesions have been restricted to the central 
nervous system (Brain, 1956). In most of them the 
diagnosis is based on the histological appearance of the 
lesions, strikingly similar to those described by Hass, 
and the presence of intranuclear inclusions, mainly in 
the liver, skin, adrenal, and brain (Zuelzer and Stulberg, 
1952; France and Wilmers, 1953; Colebatch, 1955). 
The virus has been isolated in only four cases, usually 
from the skin and liver (Quilligan and Wilson, 1951 ; 
Zueizer and Stulberg, 1952 (Case 1) ; Williams and Jack, 
1955 (Case 2); Pugh et al., 1954). 

Fifteen of the cases have occurred in the neonatal 
period, and Colebatch (1955), in his review of 
generalized viral infections of the newborn, attempted 
to define a clinical picture, determined by the mode of 
infection, portal of entry, and age of the infant. He 
described one group in which the infant is usually 
premature or debilitated. There are no symptoms of 
herpes for the first three or four days. A _ herpetic 
stomatitis, conjunctivitis, or dermatitis may then be 
seen, but more commonly the early findings are 
respiratory distress, attacks of cyanosis, pathologically 
deepening jaundice, and unstable temperature. This is 
followed by tachycardia, vomiting, and loose stools, 
sometimes with blood and mucus, together with 
enlargement of the liver and spleen. There is then rapid 
deterioration, and at least half of the infants have 
developed a tendency to bleeding, usually in the skin, 
bowel, umbilicus, and lungs. Encephalitis may be 
suggested by convulsions. Within a few hours there is 
increasing collapse with respiratory distress leading to 
death. Colebatch demonstrated the presence of severe 
anaemia, thrombocytopenia, and leucocytosis in one 
infant, but generally investigations have been few. The 
second group is smaller and the illness usually begins 
in the second week of life. Jaundice is absent and the 
tendency to bleed is very slight. In the first group only 
a small number have shown a superficial herpetic lesion, 
usually in the eye, skin, or mouth, as a possible portal 
of entry, but all the older group have shown skin or 
oral lesions. 

The source of the infection is often impossible to 
determine. Infection during delivery has _ been 


Suggested, but in only one case was genital herpes 
diagnosed in a mother, though it may have been present 
Other sources suggested are direct 


in two more cases. 


contact with the mother after birth,. or with other 
attendants. One mother did have a gingivo-stomatitis, 
but it is more difficult to rule out possible infection from 
other attendants. The possibility of transplacental 
infection has to be considered in the younger infants 
without superficial lesions. Herpes infection, unlike 
generalized cytomegalic inclusion disease, has never 
been reported as an intrauterine infection, the earliest 
evidence of disease having been in the first four to seven 
days of life. There was no history of an obvious 
herpetic infection in the mother in our case, and none 
could be remembered in any contact of the infant after 
birth ; unfortunately these inquiries were not made until 
five or six weeks after the death of the infant. 

Colebatch has tried to define a characteristic clinical 
picture, but differential diagnosis is obviously very 
difficult, especially when no skin or other superficia! 
lesions are present, and in the first week when 
haemolytic disease of the newborn, neonatal hepatitis, 
syphilis, cytomegalic inclusion disease, toxoplasmosis, 
and other causes of jaundice and bleeding have to be 
considered. 

Although our case might be classed in Colebatch’s 
second group, there are certain features which are not 
typical. The infant was not premature, and did not 
become obviously ill until the end of the third week. 
The only superficial lesion was a small blister which 
had not been noticed by the mother or nurse, while the 
other cases occurring in the later neonatal period have 
had severe skin or oropharyngeal lesions. The illness 
was then so rapid in onset and fulminating in its 
progress that it might almost be called a sudden death, 
occurring in less than six hours—a feature seen only in 
one of Colebatch’s youngest cases, which was classified 
as a “cot death.” Brain et al. (1957) have suggested 
that the rapid degeneration and collapse seen in their 
case of eczema herpeticum, in an infant aged 11 months, 
was due to the extensive involvement of the adrenals, 
from which they obtained the greatest concentration of 
virus. While the liver changes in our case are the most 
striking abnormality, there is very severe and extensive 
involvement of the cortex of both adrenals. 


At necropsy the focal appearance of the lesions in 


skin, liver, adrenals, and lungs may be very 
characteristic, and histologically the focal acute 
coagulative necrosis, with its relative lack of 


inflammatory reaction, especially in liver and adrenals, 
is unlike most neonatal infections. In our case the 
initial post-mortem diagnosis was “congenital ” 
tuberculosis, the significance of the adrenal and skin 
changes not being appreciated at the time. This 
diagnosis was altered when histological sections were 
examined, but poorly developed intranuclear inclusions 
were found only with great difficulty after searching 
many sections. This is unlike the cases described where 
inclusions have been much more obvious and have 
suggested the herpetic origin, often without attempts at 
virological confirmation. Although the histological 
appearances were most suggestive, the paucity of 
inclusions made the diagnosis very difficult, and without 
the isolation of the virus the diagnosis could not have 
been established. 
Summary 

A case of disseminated infection with herpes simplex 
in a full-term infant three weeks old is described. The 
disease was fulminating and the infant died in a few 
hours. Characteristic focal lesions were found in the 
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liver and adrenals, but intranuclear inclusions were 
scanty, and the diagnosis was established with certainty 
by isolation of the virus from the liver in tissue culture. 


We wish to thank Dr. G. Davison for permission to 
publish this case, and Dr. G. S. Wilson and Professor A. C. 
Lendrum for their helpful criticism. We acknowledge the 
technical help of Mr. W. Campbell and Mr. E. Manns, and 
we thank Miss G. Hunt for the photography. 
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(With SpectaL PLATE) 


Primary carcinoma of the Fallopian tube is a rare but 
interesting disease. Its rarity can be judged from the 
careful way in which writers have attempted to docu- 
ment their cases in serial order so as to bring the total 
number of reported cases in the world literature up to 
date. Even in this careful documentation there has been 
no unanimity. Every single report dates back to 1888, 
when Orthmann first described his case to the medical 
profession. I now wish to refer to some carefully worked 
out statistical series for purposes of reference: 
(1) Wharton and Krock (1929), in reviewing the subject, 
brought the recorded number of cases in the literature 
to 232; (2) Roth (1951) said that only 486 authentic 
cases have been reported ; (3) Carpenter and Jameson 
(1952) found 504 cases of primary tubal carcinoma 
mentioned in the literature; (4) Kimbrough and Bruce 
(1953) stated that 600 cases have been reported ; 
(5) Goldberg (1954), in presenting her two cases, 
mentioned that “this brings the total number of cases 
reported to 522”; and (6) Mason (1957) quotes 501 
cases as having appeared in the literature since 1888. 

It is evident from these reports that any attempt at 
compilation of world literature will be incomplete unless 
every possible journal in all the respective countries 
become available to the compiler. Lesser-known journals 
where cases of primary carcinoma are reported from 


time to time are not often consulted. Nevertheless such 
collective studies are invaluable in elucidating the signs 
and symptoms, clinical pattern, and histological 
differentiation of a disease which is not only rare but 
difficult to diagnose. 

Among the more recent single large series of reported 
cases may be mentioned: Lofgren and Dockerty (1946), 
16 cases ; Edwards and Beebe (1947), 7 cases; Vesell 
and. Schneider (1947), 5 cases ; Emge (1948), 6 cases : 
Stern and Hanley (1949), 5 cases ; Hu et al. (1950), 12 
cases; Weekes et al. (1952), 7 cases; Frankel (1956), 
10 cases. 

Reports of a single isolated case or of two or three 
cases have also appeared from time to time, elaborating 
some aspect in the aetiology, symptomatology, and 
pathology of this rare disease. To mention a few of 
such reports: Gupta (1931), 1 case ; Curran and Kilroy 
(1947), 1 case; Neiman and Russ (1950), | case; 
Cruttenden and Taylor (1950), 1 case ; Roth (1951), 2 
cases ; Johnson (1951), 2 cases; Leahy and Carpenter 
(1952), 1 case ; Dickson et al. (1952), 2 cases ; Wolskel 
et al. (1953), 1 case; Goldberg (1954), 2 cases ; Israel 
et al. (1954), 2 cases. 

The distribution of carcinoma between the two 
Fallopian tubes was found to be as follows: right tube, 
41.5% ; left tube, 41.5% ; bilateral, 17% (see Table I). 
Thus there appears to be no special predilection for any 
one particular side. Lofgren and Dockerty (1946) gave 
a much higher proportion of bilateral involvement— 
25%. Stern and Hanley (1949), in a review of cases 
appearing in North American literature, also found a 
25% incidence of bilateral involvement ; and. Frankel 
(1956) showed a similar incidence. Frankel (1956) and 
Hu et al. (1950) in their own respective series showed a 
slight preponderance of right over left tubal involvement, 
which was not, however, statistically significant. 


Incidence 

Figures have been worked out in relation to (a) the 
total number of gynaecological admissions ; (5) the total 
number of gynaecological malignancies ; (c) and (d) the 
total number of salpingectomies and of gynaecological 
laparotomies. 

(a) Incidence in Relation to Total Admissions.—Vesell 
and Schneider (1947)! 1 in 8,356; Ayre et al., (1945), 2 in 
30.000 ; Fullerton (1940), 4 in 22.330; Hu er al. (1950), 12 
in 90.611 ; Wharton and Krock (1929), 5 in 35,000 admissions 
to Johns Hopkins Hospital, Baltimore ; Barrows (1927), 3 in 
30,000 cases at Bellevue Hospital, New York. In my own 
series there were 2 cases among 31,817 admissions between 
January, 1951, and December, 1958, giving an incidence of 
1 in 15,908. 


TaBLeE I.—Distribution of Carcinoma Between the Two Fallopian 


Tubes 
Right Left Both Total 
Authors Tube Tube | Tubes | Cases 

Cruttenden and Tovter (1950) 1 0 0 1 
Dickson et al. (1952) 0 1 0 1 
Edwards and Beebe steed 2 4 1 7 
Frankel (1956) os 5 3 2 10 
Goldberg (1954) 1 1 0 2 
Hu er (1950) _ 6 5 1 12 
Israel et a/. (1954) .. 1 i 0 2 
Johnson (1951) 0 0 2 2 
Leahy and Carpenter (1952) 0 1 0 1 
Neiman and Russ (1950) .. 1 0 0 1 
Roth (1951) 0 2 0 2 
Vesell and Schneider (1947) 4 0 0 4 
Stern and Hanley (1949) . 1 2 2 5 
Wolskel et al. (1953) 0 0 1 1 
Present author 0 2 0 2 

Total no. of cases 22 22 9 53 

(41-5% (41-5% (17% 
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The above figures work out to approximately 0.01% of 
all gynaecological admissions. Kamholz (1950) also quotes 
a figure of 0.01% as the probable incidence. 

(b) Incidence in Relation to Total. Number of Gynaeco- 
logical Malignancies.—Lofgren and Dockerty (1946), 0.16% ; 
Edwards and Beebe (1947), 0.2-0.5% ; Martzloff (1940), 
0.5% ; Mason (1957), 0.5% ; Antonowitsch (1950), 0.6% : 
Goldberg (1954), 0.16-0.5% ; Frankel (1956), 0.88%. This 
gives an average incidence of 0.5% of all gynaecological 
malignancies. 

(c) Incidence in Relation to Total Number of Salping- 
ectomiee—Emge (1948), among 2,000 cases subjected to 
salpingectomy, found only 6 cases of primary carcinoma 
of the Fallopian tube, giving a 0.3% incidence; while 
Mitchell and Mohler (1945) found only one case in 6,747 
salpingectomies. 

(d) In Relation to Total Number of Gynaecological 
Laparotomies.—A figure of 0.3% of all gynaecological 
laparotomies has been given by Mason (1957). 


Aetiology 


Considering the relative frequency of carcinomatous 
involvement of the corpus uteri and the cervix, one 
wonders why the upper reaches of the Miillerian ducts 
which form the Fallopian tubes should be thus spared, 
while the organs developing from the fusion of the lower 
ends become so frequently affected. This difference is 
not easy to explain. The endosalpinx has been found to 
be the least sensitive to oestrogenic stimulation, whilst 
chronic inflammatory diseases of the tube are a much 
more common occurrence. 

The coexistence of tubal tuberculosis and chronic 
salpingitis along with carcinoma of the Fallopian tube 
has been reported by some authors, but none gives 
convincing proof of their aetiological bias. About 20 


cases of the combined coexistence of primary tubal, 


carcinoma and tuberculosis of the tube exist in the 
literature. One of the earliest reports was by L’Esperance 
(1917). Callahan et al. (1929) reported one case, and 
more recently Harvey Smith (1945), Niendorf (1950), 
Cruttenden and Taylor (1950), Dickson et al. (1952), and 
Wolskel et al. (1953) have each reported one case. 

The infrequency of tubal tuberculosis, together with 
the inability to prove conclusively that tuberculosis is 
responsible for the carcinoma and not simply coinci- 
dental, tends to dispel whatever aetiological glamour 
tuberculosis may have been thought to possess in tubal 
carcinoma. Novak mentions: “In the diagnosis of 
tubal carcinoma, especially of the papillary-alveolar 
variety, it is worth emphasizing that tubal tuberculosis 
may at times produce a highly adenomatous picture 
which can readily be mistaken for carcinoma. Indeed 
it is quite certain that this error was made in some of 
the reported cases of coexisting cancer and tuberculosis.” 

Salpingitis, however, tends to show a much more 
frequent association with cancer of the Fallopian tube. 
Lofgren and Dockerty (1946) were able to show 100% 
incidence of subacute or chronic inflammation of the 
tube in carcinomatous cases, and Hu et al. (1950) found 
such association in 9 out of 12 cases, while Le Count 
(1901) demonstrated the presence of hyperplastic 
salpingitis in 21 cases. More recently Vesell and 
Schneider (1947) described one case with hydrosalpinx. 
Hence inflammatory disease may have some possible 
bearing on the aetiology of carcinoma of the tube. 
However, difficulty arises in trying to explain whether 
the inflammatory reaction is secondary to the carcinoma 
or its cause. 


The frequent association of fibromyomata with tubal 
carcinoma has given rise to the speculation whether 
oestrogenic stimulation has any part to play. Stern and 
Hanley (1949) showed the presence of fibromyoma in: 
4 out of 5 cases ; Hu et al. (1950) in 5 out of 12 cases ; 
and Frankel (1956) in 4 out of 10 cases. This alone 
gives a 50% incidence of fibromyomata in association 
with carcinoma of the Fallopian tube. Lipschiitz er al. 
(1940) in their classical animal experiments on guinea- 
pigs over prolonged periods were able to induce 
hyperplastic, cystic, and metaplastic changes in the 
endometrium, including fibromyomatous nodules and 
precancerous states, but nothing of importance in the 
endosalpinx showing its relative insensitivity to 
oestrogens. 

Thus no one single contributory factor has been 
proved to operate in the possible causation of tubal 
carcinoma, and in fact, like all malignancies, its 
aetiology is still unknown. 

Below is given a brief account of my own two cases 
of primary carcinoma of the Fallopian tube. 


Case 1 


A Chinese woman, aged 56 years, menopause five years 
ago, was admitted to the Kandang Kerbau Hospital on 
January 8, 1953. She had a previous history of two 
abortions and four full-term pregnancies, two of the 
offspring having died in infancy, while the first and the 
fourth were still alive. She complained of a watery vaginal 
discharge, more copious at night for the ‘past two weeks. 
There were no other complaints and her general condition 
was satisfactory. Examination of heart, lungs, and abdomen 
showed nothing abnormal. Vaginal examination revealed 
a small, anteverted, antefiexed, freely mobile uterus with a 
cervix showing erosion of the posterior lip and a second- 
degree perineal tear. On January 11 she underwent a 
cervical biopsy and a diagnostic dilatation and curettage. No 
endometrial curettings were recovered, and the histological 
report on the cervix was: “ Ulceration of the cervix with no 
evidence of malignancy.” 

On April 2 there was a recurrence of the watery vaginal 
discharge, which had temporarily ceased after the dilatation 
and curettage, and this continued till September 24, when 
it became blood-stained. On September 28 a second 
diagnostic dilatation and curettage was carried out, but no 
endometrial scrapings were available for biopsy. 

The patient was again admitted to the hospital on 
December 6, 1953, complaining of a watery vaginal 
discharge necessitating frequent changes of diapers. On 
vaginal examination the uterus was found to be anteverted, 
anteflexed, and freely mobile with a healthy-looking cervix. 
There was no evidence of stress incontinence nor was any 
fistula found. The right fornix was clear, and a somewhat 
semi-solid, sausage-shaped mass was palpable in the left 
fornix reaching to the pouch of Douglas. It was mobile 
and not tender. A tentative diagnosis of primary carcinoma 
of the Fallopian tube was made. Haematological 
examination showed: R.B.C. 4,320.000 per c.mm.; Hb 
90% ; W.B.C. 4,800 per c.mm, (polymorphs 58%, lympho- 
cytes 40%, mononuclears 1%, eosinophils 1%); blood urea 
37 mg. per 100 ml. Urine: albumin and sugar nil; no 
casts or red blood cells present. Systemic examination 
revealed nothing abnormal. 

On December 7, under a general anaesthetic, a total 
hysterectomy with bilateral salpingo-oophorectomy was 
performed. There was no evidence of any peritoneal fluid, 
pelvic adhesions, or involvement of lymph nodes. The 
patient made an uneventful recovery. 

Macroscopical Examination of Specimen.—The uterus 
measured 6 x 4 x 2 cm. and appeared normal and healthy. 
On section, the endometrium was found to have atrophied. 
The right tube and ovary were healthy. The left tube was 
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enlarged and in shape resembled a retort. The enlargement 
was confined to the ampullary region and measured 10 x 7 
x 5 cm. On slicing into half sagittally the interior was 
seen to be filled with greyish, necrotic, cheesy material of 
friable consistency (see photograph of specimen). 

Microscopical Report.—There is replacement of the tubal 
mucosa by a bulky carcinoma showing a papillary structure. 
The papillary processes are thick and cellular (Special Plate, 
Fig. 1), and there are poorly differentiated areas where a 
papillary structure is indistinct (Special Plate, Fig. 2). 
Mitoses are frequent and there are foci of tubal invasion 
(Special Plate, Fig. 3). The tumour does not involve the 
ovary. 

Case 2 


An Indian woman aged 64, menopause 24 years ago, was 
seen on November 23, 1957, complaining of a yellowish 
watery discharge of seven weeks’ duration, which had 
become blood-stained during the past ten days. There was 
no pain or other symptoms. She had had seven children, 
all of whom were alive, the youngest being aged 30. 

Vaginal examination revealed a uterus the size of a foetal 
head, which was mobile and firm but not as hard as a 
fibromyoma. It was symmetrically enlarged, globular, and 
free from tenderness. An indefinite mass was also felt in 
the pouch of Douglas which was thought might be a 
medium-sized ovarian cyst. A tentative diagnosis of uterine 
fibroid with the possibility of a superimposed endometrial 
carcinoma was made. 

On November 29 a diagnostic dilatation and curettage 
was performed under thiopentone sodium. The uterus 
was found to be symmetrically enlarged and tense, and the 
cavity measured 54 in. (14 cm.} in length. On introducing 
the dilator 7 oz. (198 ml.) of chocolate-brown fluid gushed 
out from the uterine cavity. It was measured and sent for 
biochemical examination (see under “ Vaginal Discharge ” 
in the discussion). Immediately the uterus was reduced to 
half its size and a cystic, sausage-shaped mass became 
evident in the left fornix, somewhat fixed. Histological 
examination revealed atrophic endometrium, and a diagnosis 
of tubal carcinoma was made, 

As her haemoglobin content was found to be only 63%, 
with R.B.C. 3,040,000 per c.mm., the patient was given a 
course of iron and liver injections before being admitted 
for laparotomy on January 4, 1958. At this date the blood 
picture was: blood urea 27 mg. per 100 ml.; R.B.C. 
3,650,000 per c.mm.; Hb 70%. Urine: albumin + ; pus 
cells 10-15; red cells 1-2; sugar nil, Blood pressure 154/ 
86 mm. Hg. 

On January 10 panhysterectomy was performed after 
preliminary dilatation of the uterus and drainage of its 
contents, which by now had become semi-purulent. The 
uterine cavity was irrigated with acriflavine in spirit, the 
cervix stitched, and the vagina packed. A sub-umbilical 
midline incision was made and the abdominal cavity 
opened. The following were found: (1) bulky uterus 
enlarged to size of grapefruit; (2) right tube and ovary 
atrophic ; (3) adhesions between anterior uterine wall and 
bladder peritoneum, which was drawn up; (4) adhesions 


between left tubal mass and posterior wall of uterus and 
sigmoid. The patient made an uneventful recovery. 

Macroscopical Examination of Specimen.—The uterus 
measured 12.5 x 7.5 x 4 cm. and appeared as an enlarged 
cavity with atrophic endometrium. The right tube and 
ovary were markedly atrophic. The left tube measured 
20 cm, and had a terminal swelling 9 x 5 x 4 cm. On 
slicing it open it was found to be filled with greyish, 
necrotic, friable-looking material. 

Microscopical Examination.—Uterus: The endometrium 
is replaced by granulation tissue which is heavily infiltrated 
with plasma cells and lymphocytes. There is no evidence 
of carcinoma. Tube: Sections from the cornual end 
(Special Plate, Fig. 4) show no abnormality apart from a 
chronic inflammatory infiltrate in the mucosa. Sections 
from the ampullary end show replacement of mucosa by a 
fairly well differentiated papillary carcinoma (Special Plate, 
Fig. 5). Several mitoses are present. There is no invasion 
of the tubal wall (Special Plate, Fig. 6). 


Discussion 


In both these cases the first characteristic symptom 
was a watery discharge, which in Case | became blood- 
stained after eight months, and 11 months later gave 
rise to a swelling of the left tube which was clinically 
detectable. Diagnosis was based on: (1) elimination 
of malignancy in cervix and corpus; (2) a palpable 
adnexal mass which was of a tubal nature; and 
(3) hydrops tubae profluens. In Case 2 the patient was 
admitted with a watery vaginal discharge which had 
persisted for seven weeks, and a uterus enlarged to the 
size of a foetal head which on first examination was 
thought to be a fibroid with cystic changes, but later 
proved to be hydrometra. Diagnosis of tubal carcinoma 
was based on: (1) elimination of malignancy in cervix 
and corpus ; (2) a palpable left adnexal mass found on 
examination under anaesthesia ; and (3) hydrops tubae 
profiluens with hydrometra. Both patients had passed 
the menopause, being 56 and 64 years of age respectively. 
Cases have been described in younger age groups, the 
youngest age recorded being 18 years (Johnson and 
Miller, 1931 ; Kahn and Norris, 1934), while the oldest 
was 80 years (Fullerton, 1940). 


A striking feature of the published reports is the 
paucity of cases where a correct pre-operative diagnosis 
has been made. The cardinal signs and symptoms which 
have been described are: (1) vaginal discharge, either 
watery or leucorrhoeal ; (2) lower abdominal pain: 
(3) mass in the pelvis ; (4) ascites (in 10% of cases— 
Wechsler) ; (5) miscellaneous symptoms. 


Vaginal Discharge 

This may be watery, sanguineous, serosanguineous, or 
creamy in nature and is the commonest symptom. It is 
said to occur in 61% of cases (Stern and Hanley, 1949). 
Sometimes it occurs as an intermittent discharge of clear 
watery fluid which has been termed hydrops tubae 
profluens or hydrorrhoea tubae intermittens. Attention 
was first drawn to this by Latzko in 1915 as a typical 
finding in carcinoma of the Fallopian tube. However, 
it was never considered a pathognomonic symptom. The 
duration of this symptom has varied from a few weeks 
to several years in published cases. Wechsler (1926) 
reviewed one case where the patient had a vaginal 
discharge for 20 years; Cullen and Daniel (1950) 
described a case with discharge amounting to as much 
as 1 litre a day for 9-12 months; while Addis (1945) 
in reporting his three cases mentions that all had clear, 
watery vaginal discharge. 
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This discharge of fluid may be profuse, and is often 
followed by a relief of painful symptoms, and even 
disappearance of a palpable pelvic or abdominal mass. 
It has been said that it is not pathognomonic of cancer, 
but has been known to occur with hydrosalpinx. Here 
it may be interesting to note what MacLeod and Read 
have to say about hydrops tubae profluens: “Its 
occurrence in cases of tubal papilloma has been 
established, but with hydrosalpinx it is entirely 
hypothetical and we doubt very much the truth of the 
assertion.” 

Taste 1.—Jncidence of Vaginal Discharge 


of with Total 
Edwards and Beebe (1947) 2 7 
Vesell and Schneider (1947) 2 4 
Stern and Hanley (1949) .. 0 5 

Hu er ai. (1950) .. 10 
Roth (1951) ih ae 0 2 
Neiman and Russ (1950) 0 1 
Johnson (1951)... 2 2 
Leahy and Carpenter (1952) 0 1 
Goldberg (1954) ae 0 2 
Israel ef al. (1954) 2 2 
Present author 2 2 
Total cases 20 40 


Summarizing from Table II, 50% of cases of tubal 
carcinoma had some form of vaginal discharge. Both 
my own cases were diagnosed as carcinoma of the tube 
on their hydropic symptoms after excluding malignancy 
of the corpus and cervix. Case 2 was associated with 
hydrometra, and I have found no other such case in my 
collective review. 

Anspach as early as 1930 had commented on hydrops 
tubae profluens as occurring fairly frequently in primary 
tubal carcinoma. It is important that a “ watery 
discharge ” should be clinically distinguished from a non-. 
watery “ leucorrhoeal discharge,” which is usually milky 
or creamy or turbid in appearance and possesses some 
degree of viscosity. A watery discharge has definite 
characteristics, and may be either continuous or inter- 
mittent as a result of sudden release of fluid when under 
tension. It may vary from a clear fluid to one which is 
yellow, brown, or red. Of Israel’s two cases, one had 
a watery yellowish-brown discharge, while the other 
had a continuous watery orange-brown discharge 
necessitating frequent changes of vulval pads. 

Johnson (1951) described a case where spurts of 
watery discharge appeared from the vagina, and Creser 
(1951) states that watery, blood-stained vaginal discharge 
is a common symptom in primary carcinoma of the tube. 
The relative value of this watery vaginal discharge can 
be appreciated only by a careful discriminative sympto- 
matological study of a large selection of cases, for though 
not very common it appears to be pathognomonic. In 
both my cases the discharge was watery. Case 1 had 
a clear watery discharge, while in Case 2 the fluid was 
yellowish, later becoming blood-stained. The latter filled 
the uterine cavity, producing a hydrometra which was 
examined biochemically with the following result: 

Centrifuged deposit: red blood cells + ++ +. 

Supernatant liquid: alkaline reaction; specific gravity 
1,026; methaemoglobin present; oxyhaem i 
not detectable. 

Glucose: nil. 

Total protein: 6.9 g. per 100 ml. (albumin 3.8 g., globulin 
3.1 g.; A/G ratio 1: 2; 

Sodium: 330 mg. per 100 ml. 

Potassium: 16.6 mg. <> 100 ml. 

Chlorides (as NaCl): 0V0 ing. per i00 ml. 


Pain 
Pain is usually confined to the lower abdomen and is 
said to be present in 28% of cases (Stern and Hanley, 
1949). It was absent from both my cases. The pain 
has been described as continuous or dull aching in 


‘ character, or colicky intermittent with radiation to the 


lumbar region. Corscaden attaches much significance 
to it, and thinks it is due to rapid distension of the 
tubal wall. Goldberg (1954) reported a case where there 
was swelling of the right lower abdomen with pain 
radiating down the right leg for six months. Roth (1951) 
had one case with a complaint of intermittent sharp pain 
over the left hip radiating along the medial side of the 
thigh. 

The pain is usually situated on the same side as the 
lesion in the lower quadrant of the abdomen. Most 
of the cases described with abdominal pain are found to 
have some associated lesion, usually a fibroid, or 
the tubal mass is so enlarged as to be palpated 
abdominally. | Edwards and Beebe (1947), however, 
published seven cases all with varying degrees of pain, 
but with a normal uterus and healthy unaffected tubes. 
The pain is probably the result of (1) tubal distension ; 
or (2) intermittent contractions with attempts at 
expulsion of tubal secretion. 

Johnson and Miller (1931) postulated that where there 
is a blood-stained watery vaginal discharge with or 
without pain, together with an adnexal mass, and where 
the uterus is of normal size and no cause can be found 
on endometrial curettage, especially in a woman past 
the menopause, tubal malignancy should: be suspected. 


Palpable Mass 

Stern and Hanley (1949) state that 85% of cases have 
a pelvic mass of varying shape and size and chiefly 
confined to the distal third of the tube, which is the most 
distensible part. According to Mason (1957) a palpable 
mass in the adnexa is a constant finding, and may vary 
from one which is merely detectable to one which may 
completely fill the pelvis. In my Case 1 the mass was 
confined to the ampullary end of the tube and measured 
10 x 7 X 5cm.; in Case 2 the tubal swelling measured 
9 x 5 X 4cm., being also situated in the distal third. 

It will thus be seen that it is almost impossible to 
diagnose tubal carcinoma in the early stages or even 
suspect the condition in the absence of tubal enlargement 
and vaginal discharge. However, specialized diagnostic 
aids are available to-day which may alter our diagnostic 
outlook in the future—for example, cytology and 
salpingography, to which I shall allude later. The 
commonest conditions with which these palpable masses 
may be confused are uterine fibromyoma, ovarian 
cancer, hydrosalpinx, and pyosalpinx. 


Ascites 

This is not a common phenomenon and is usually a 
late manifestation of disseminated carcinomatosis. Ruth 
(1951) described a case with ascites where the entire 
abdominal peritoneal surface and omentum were seeded 
with malignant nodules. 

In the series of 12 cases of Hu ef al. there was no 
ascites. Wechsler (1926), however, stated that 10% of 
cases are associated with ascites. It was not present in 
either of my cases. 

Miscellaneous Symptoms 

Under this heading may be included urinary symptoms 
in the form of frequency of, or a burning sensation on, 
micturition (Roth, 195i ; Neiman and Russ, 1950). A 
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detailed analysis of their reports shows the presence 
of a palpable tubal mass in the left adnexa on vaginal 
examination in Roth’s case, and a palpable mass in the 
right lower abdominal quadrant in Neiman and Russ’s 
case. It is difficult to explain the cause of these 
symptoms, except in the second case, where the mass 
might have been pressing on the bladder region. 

Sterility as a clinical manifestation has also crept 
into the symptomatological catalogue of this disease and 
is mentioned by Curtis (1933) in his textbook. He gave 
an incidence of 32%, while in the series of Hu et al. it 
was 27% and in Frankel’s 30%. Thus approximately 
one-third of cases of primary carcinoma of the 
Fallopian tubes may be expected to reveal sterility. 

Finally, unusual symptoms completely dissociated 
from the primary lesion may be the turning-point in the 
diagnosis of a hitherto undiagnosed pelvic malignancy, as 
classically illustrated by Mason’s (1957) case, which was 
regarded as a case of recurrent acute ifitis before the real 
disease was detected. 


Pathology 


Macroscopically, the lesion is generally confined to the 
distal end of the tube, with varying degrees of enlarge- 
ment, ranging from a pelvic adnexal mass felt on 
vaginal examination to one which may fill the pelvic 
cavity and even extend above the pelvic brim. With the 
majority of these large swellings there is an associated 
coexisting lesion—for example, fibromyoma, hydro- 
salpinx, or ovarian cyst. 

Metastatic spread follows the usual channels of direct 
extension, transperitoneal migration, and haematogenous 
and lymphatic pathways. Except in Roth’s case, where 
the abdominal wall and omentum were studded with 
malignant nodules, metastases seem to be mainly 
confined to the pelvis in published cases, appearing in the 
ovary, the opposite tube, and the endometrium. In most 
cases the tumour is confined to the enlarged mass itself. 

Meigs (1934) states that tubal carcinoma metastasizes 
to the vagina in 60% of cases. Mason (1957) explains 
the rarity of pelvic carcinomatosis, which he says has 
been reported in only about 5%, of cases and is the result 
of early closure of the fimbriated ends of the ostium. 


Microscopically, the growth pattern is of two main 
types: the papillary and the alveolar. Mixtures of these 
two varieties are also found. The papillary type is the 
commonest, arising from a benign papilloma or mucosa 
of the tube. Sanger and Barth were the first to suggest 
a classification showing that the predominant type was 
papillary, with the alveolar pattern arising at a later stage 
of its growth with tubal invasion. Falk as early as 1898 
described three forms—benign papilloma, malignant 
papilloma, and papillary carcinoma. Arising out of this 
Hu et al. (1950) evolved a histological classification 
based on the type of growth, invasion of the tubal wall, 
and degree of anaplasia. 


Grade I1.—Papillary growth confined to lumen of tube. 

Grade II.—Papillary-alveolar with beginning of glandular 
formation and invasion of tubal wall, 

Grade I11.—Alveolar-medullary with loss of papillary 
projections and glandular arrangements and showing marked 
anaplasia. 


Under this classification my Case 1 falls in Grade II 
and Case 2 in Grade I. The patient in Case 1 is still 
alive to-day, 4 years 9 months after operation. 

As elsewhere in the genital tract, a pre-invasive 
carcinoma has also been described by Greene and 


Gardner following multiple sections through a small 
tumorous area in a removed Fallopian tube (Crossen, 
1953). This may be regarded as the earliest case of tubal 
carcinoma that has been diagnosed authentically. Tubal 
carcinoma has also been found to coexist with carcinoma 
elsewhere in the body ; the difficulty lies in proving the 
primary nature of the neoplasm. 

Curran and Kilroy (1947) described one case of co- 
existing breast carcinoma with primary tubal cancer, 
while Johnson (1951) states that in his case the patient 
underwent a radical mastectomy in November, 1947, and 
a_ bilateral tubal carcinoma was diagnosed after 
laparotomy in January, 1949—that is, 13 months later. 
The disease was probably present at the time of the 
mastectomy, but, owing to the absence of pelvic 
symptoms, was undetected. Subsequently a ruptured 
appendix and a pelvic abscess confused the final issue. 

Hu et al. (1950) described one case with coexisting 
endometrial carcinoma. I was unable to find any record 
of a case with coexisting ovarian carcinoma. 


Diagnosis 

Unless the normal clinical pattern of intermittent 
hydrops, adnexal enlargement, and absence of 
malignancy in the uterine corpus and cervix is present, 
the clinical diagnosis can be a most baffling one, and 
McGoldrick er al. (1943) in a review of 376 cases found 
only one case correctly diagnosed pre-operatively. In 
most of the cases in my collective review the correct 
diagnosis was made at or after laparotomy. It is essential 
that after panhysterectomy the tubal mass _ be 
immediately sliced, to reveal the greyish, necrotic, 
creamy-white mass filling the distended tube, indicating 
the true nature of the case. Macroscopically, it resembles 
a tubo-ovarian inflammatory mass with or without 
adhesions to adjacent structures. In addition to clinical 
methods of diagnosis, cytological smears and salpingo- 
granhy have been emploved with a view to detecting 
early carcinoma of the tube. Falk in 1898 was the first 
to recommend cul-de-sac puncture with withdrawal of 
the contents of the suspected tubal carcinoma and 
studying whether it was haemorrhagic and contained 
tissue debris, thus suggesting malignancy. Corscaden 
reported one case in which the diagnosis of primary 
carcinoma of the tube was based on a_ positive 
Papanicolaou smear, and Yo Seup Song (1955) reported 
yet another case confirmed by post-mortem cytological 
examination of a vaginal smear. Larsson and Schooley 
(1956) described a case with a positive cytological 
finding, while Fidler and Lock (1954) reported three 
positive findings in four Papanicolaou smears. 

Salpingography as a means of diagnosing tubal 
carcinoma has been advocated by Vesell and Schneider 
(1947) and by Emge (1948), but the first attempt at 
radiographic diagnosis was made by Antonowitsch 
(1950). He diagnosed two cases of tubal carcinoma 
by this method, and in order to facilitate good 
visualization of the mucosal pattern used a water-soluble 
contrast medium (35% diodone). 

The final diagnosis is made at the time of exploratory 
laparotomy, when macroscopical examination of the 
sliced tube will reveal the presence of necrotic, friable, 
greyish-brown material filling the tubal lumen. This is 
later subjected to histological assessment. 


Prognosis 
The prognosis in these cases has been universally 
stated to be poor, and no authentic five-year cure rates 
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are available. Among reported five-year survivals are: 
McFadyen (1952), 5% ; Whatton and Crock (1929), 20% ; 
and Hu ef al. (1950), 40%. Wechsler (1926), who 
collected 200 cases, was able to find only six survivals 
at the end of three years. It is, however, natural that in 
a disease so rare, and occurring at an epoch when 
expectation of life is limited, five-year statistics are 
bound to be inaccurate. Furthermore, attempts are not 
usually made at histological gradation in relation to 
survival figures. It must be accepted that Grade I (Hu 
et al., 1950) cases will have the best prognosis, as borne 
out by a collected series of isolated cases. In my Case 1, 
which was operated upon in December, 1953, and 
conformed to Grade II, the patient is still hale and hearty 
without any evidence of discomfort. I am equally 
optimistic over my second case, on the grounds that it 
shows a histological pattern consistent with Grade I— 
namely, of pure papillary type without invasion of the 
tubal wall. Thus the prognosis can to a large extent 
be based upon the particular type of histological. pattern 
the case exhibits. In Johnson’s (1951) Case 1, where 
the patient died within 15 months of operation, the 
histological diagnosis was adenocarcinoma pre- 
dominantly of the solid type. 


Treatment 


The treatment of tubal carcinoma is a challenge to 
both the surgeon and the radiotherapist. In my first 
case the patient was referred post-operatively to the 
radiotherapy unit, and a tumour dose of 4,500 r was 
given to the entire pelvis over a period of six weeks. 
My second case, which did not show any tubal invasion, 
has not had deep x-ray therapy as yet, and remains in 
good health ten months after the operation. 

The routine treatment at Radiumhemmet, Stockholm, 
has been a bilateral salpingo-oophorectomy followed by 
insertion of radium needles into the uterine cavity 
and x-irradiation of the pelvis. 


Summary 


Two cases of primary carcinoma of the Fallopian tube 
with hydrops tubae profluens as the presenting symptom 
are reported. 

The aetiology and symptomatology are discussed, 
showing that an intermittent discharge of clear fluid 
which may later become blood-stained is pathognomonic 
of the disease. 

A pre-operative diagnosis may be made on a positive 
cytological test, provided carcinoma of the uterine 
corpus and cervix can be eliminated. 

The histological pattern and grading are discussed. It 
is shown that prognosis is best in the papillary type of 
adenocarcinoma before it has invaded the muscularis. 

My first case was treated with panhysterectomy and 
post-operative deep x-ray therapy, and the patient is alive 
to-day after 5 years 3 months : while the second patient, 
who did not have any deep x-ray treatment, is also well 
13 months post-operatively. 


I wish to express my sincere thanks and gratitude to 
Professor A. Sandosham. of the Department of Parasitology, 
University of \lalava, for aHowing his chief technician, Mr. 
Cheong Hock Cheong. to prepare the photomicrographs : to 
Dr. K. Shunmuvaretnam, Pathologist, General Hospital, 
Singapore. for the histological report; to Dr. PC. Leong. 
Chief Government Biochemist, for analysing: the uterine 
fluid : and to Mr. A. Bennett, of the University of Malava, 
for the photegraphic prints. 1 would also thank Dr. A. 


Arulanandam, Medical Superintendent of the Kandang 
Kerbau Hospital, for permission to publish these cases, 
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A CASE OF PRIMARY CARCINOMA OF 
THE FALLOPIAN TUBE 


BY 
DEREK JEFFERISS, F.R.C.O.G, 


Consultant Gynaecologist, Exeter Clinical Area 


The incidence of primary carcinoma of the Fallopian 
tube is given by various authors as 0.2-0.4% of all cases 
of pelvic cancer, and so far fewer than 600 have been 
reported in the literature. Rhu (1957) records 525 in 
addition to two of his own. The literature has also been 
reviewed and cases reported by Bancroft-Livingston 
(1946), Hu, Taymor, and Hertig (1950), and others. 
The rarity of the condition prompted the publication 
of this single case, with photographs of the specimen. 


Case Report 
A widow aged 72 had noticed a lump in the lower 
abdomen for several weeks. She consulted her general 
practitioner on account of vaginal bleeding of moderate 
amount. Examination revealed a tumour just palpable 


Fic. 2.—Microscopical appearance of carcinoma of the Fallopian 
tube. (X22.5) 


above the symphysis pubis, but vaginal examination was 
negative. After this examination there was fairly severe 
vaginal bleeding accompanied by a watery discharge and 
disappearance of the “ lump.” 


Three days later I saw the Abdominal 


patient. 


examination was negative except for a low mid-line scar. 
Vaginal examination revealed a small 
speculum inspection, an apparently healthy cervix. 
was no bleeding or discharge. 

There was a past history of “failed forceps” followed 
by caesarean section and no further pregnancies. Periods 
had stopped 12 years previously, at the age of 60, and there 


uterus with, on 
There 


had been no bleeding or discharge until the present 
occurrence. A diagnosis of carcinoma of the body of the 
uterus was made, 

Operation.—The abdomen was opened by a low transverse 
incision. The uterus, ovaries, and right Fallopian tube 
appeared normal. The left tube was dark purple in colour 
and was distended in its outer two-thirds to a diameter of 
3 in (2 cm.). The proximal one-third was not distended. 
Hysterectomy and bilateral salpingo-oophorectomy was 
performed. Owing to technical difficulties the uterus was 
removed supravaginally and the cervix excised separately. 

Specimen—tThis consisted of a uterus and adnexa 
removed by supravaginal hysterectomy and a cervix with 
a cuff of vagina. The uterus was 8 cm. in length and 
4.5 cm. in width across the fundus. The endometrium was 
brown in colour and slightly roughened. The right tube 
and ovary were normal. On the left side, 2.5 cm. from 
its commencement, the tube became widened and thin- 
walled, with a maximum diameter of 2.5 cm. Attached to 
this, at the fimbriated end, there was a solid round buff- 
coloured tumour measuring 2 cm. in diameter (Fig. 1). 
The ovary on this side was normal. 

Microscopical Examination (Fig. 2).—Sections show that 
the solid mass at the fimbrial end of the tube is a well- 
differentiated adenocarcinoma which has the appearances of 
a primary tumour of the tube itself. The growth is 
circumscribed, but it is actively growing and many mitoses 
are present. 

Acknowledgment is made to Dr. G. Stewart Smith for the 
pathological report and to Mr. C. Dyson, of the Area 
Pathological Department, for the photographs. 
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RETINAL HAEMORRHAGES IN SEVERE 
ANAEMIAS 
THEIR DIAGNOSTIC SIGNIFICANCE 
BY 


J. E. COSNETT, M.B., B.Sc., M.R.C.P. 
Edendale Hospital, Pietermaritzburg 


AND 


I. N. MACLEOD, M.B., Ch.B. 
King Edward VIII Hospital, Durban 


Since the pioneer days of ophthalmoscopy it has been 
appreciated that retinal haemorrhage may occur in a 
variety of severe anaemias and blood dyscrasias. Early 
opinions on the significance of this physical sign were 
handicapped by lack of correlation with precise 
haematological diagnosis. These opinions have been 
perpetuated in some modern writings. A textbook 
published in 1888 states that “. . . when the corpuscu- 
lar richness of the blood falls below 50 per cent., 
whatever the cause of the anaemia, the tendency to 
retinal haemorrhage is present ™ (Swanzy, 1888). In a 
more modern textbook it is written that “ retinal 
haemorrhages, often of a characteristic type, may occur 
in many blood diseases, varying as a general rule with 
the degree of anaemia. It seems probable that in such 
diseases deficient oxygenation may lead to an increase 
of capillary permeability and consequent increased 
diapedesis ” (Duke-Elder, 1954). Thiel’s (1948) atlas 
contains an illustration of the retinal changes in 


| 
A. 
Fic. 1.—Uterus with left tube opened to show the dilatation 
, caused by the bleeding, with the tumour at the fimbrial end. 
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pernicious anaemia, but the author states that similar 
changes occur in “ secondary anaemias.” Most authors 
concur, though most of them suggest that pernicious 
anaemia and leukaemia are particularly apt to cause 
retinal changes. 

Severe megaloblastic and iron-deficiency anaemias 
are common among Natal Indians. Our experience 
with these patients has led us to believe that in certain 
severe anaemias retinal haemorrhages have greater 
diagnostic significance than the literature suggests 
(Cosnett, 1957). We have studied 74 cases of severe 
anaemia in Indian patients to test the validity of this 
impression. 

Material and Methods 


Twenty-three of our patients were consecutive 
unselected cases of megaloblastic anaemia admitted to 
a medical unit of King Edward VIII Hospital. The 
remaining 51 were patients with anaemias of various 
types who were selected for comparison only on the 
grounds of severity of the anaemia. Our object was 
to determine the relationship between the nature and 
degree of the anaemia and the presence or absence of 
retinal changes. 

The haematological investigations were done 
independently by the routine pathological service of 
the hospital. Haemoglobin was estimated as oxyhaemo- 
globin in a photoelectric colorimeter. Diagnosis of the 
type of anaemia was based on examination of the 
peripheral blood, haematological indices, and, in 
doubtful cases, on bone-marrow examination. The 
megaloblastic anaemias were diagnosed on the presence 
of megaloblasts in the peripheral blood or marrow. 
Final retrospective proof of diagnosis was obtained by 
response to specific therapy. 


Findings 

Tables I and II show the nature of the anaemias in 
the megaloblastic and normoblastic groups respectively. 
Figs. 1 and 2 illustrate the Hb levels on admission to 
hospital and the presence of retinal changes in the two 
groups. We have not attempted to grade the severity of 
the retinal haemorrhages. Any change from the mildest 
to the most severe is depicted similarly. 

Among the patients with megaloblastic anaemias only 
one had no retinal changes. This patient’s Hb was the 
highest in the group (8.4 g./100 ml.). In most of our 
cases the haemorrhages were more extensive than those 
illustrated by Thiel (1948), Duke-Elder (1954), or 


Taste I.—Megaloblastic Anaemias 


Type of Anaemia No. of Cases 
Megaloblastic anaemia of pregnancy and the een 17 
Pernicious anaemia ° 3 
Nutritional megaloblastic anaemia (vegetarians) ae 2 
ndetermined, possibly nutritional ‘ wh 1 


Il.—Non-megaloblastic Anaemias 


Type of Anaemia No. of Cases 

Undetermined ts 18 

Acute blood loss .. 4 
Normocytic normochromic anaemia (chronic infec- 

tions, etc.) ; 3 

Aplastic anaemia .. we os 1 


Wintrobe (1956). The haemorrhages were usually 
flame-shaped or coalescent, being largest and most 
numerous around the optic disks. Some of the 
haemorrhages resembled those found characteristically 
in leukaemia in that they had pale yellow centres. Soft 
yellowish or whitish exudates were seen in some cases. 

In the group of 53 cases with normoblastic anaemias 
only four showed retinal changes. The numerals in 
Fig. 2 refer to these cases. 

Case 1—A 32-year-old woman had bled for two days 
following an abortion. On admission to hospital three 
weeks later her Hb was 2.7 g./100 ml. and M.C.H.C. 30%. 
Platelets were reported to be normal in a film of peripheral 
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Fic. 1.—Megaloblastic anaemias. Cross-hatched squares=cases 
with retinal changes. White squares=cases without retinal 
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Fig. 2.—Normohlastic anaemias. Cross-hatched squares =cases 
with retinal changes. — squares=cases without retinal 
changes. 
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blood. There was a single small haemorrhage adjacent to 
the optic disk in each fundus. The urine and the blood 
pressure were normal. 

Case 2.—A 25-year-old woman was found to have an 
iron-deficiency anaemia nine days after a normal confine- 
ment at home. On admission her Hb was 4.2 g./100 ml. 
and M.C.H.C. 25%. Platelets were reported to be normal 
in the film. She had a single small haemorrhage in the 
right fundus. 

Case 3.—This was a case of idiopathic thrombocytopenic 
purpura with iron-deficiency anaemia in a woman aged 40. 
Her Hb level on admission was 7.3 g./100 ml. and 
M.C.H.C, 29%. Platelets varied from 9,000 to 21,000 per 
cmm. Bone marrow examinations showed an _ iron- 
deficiency anaemia with “ deficient platelet formation.” She 
had multiple large coalescing flame-shaped haemorrhages 
adjacent to the disks in both eyes, with numerous smaller 
haemorrhages in the peripheral areas of the retinae. 

Case 4.—A man aged 70 complained of bleeding gums. 
After investigations, which included two bone-marrow 
eXaminations, a diagnosis of aplastic anaemia was made. 
The Hb on admission was 8.4 g./100 ml., the white cell 
count 3,000/c.mm, and the platelet count 21,000/c.mm. 
The fundi showed several large haemorrhages near the disks 
with smaller peripheral haemorrhages. 

Patients in the megaloblastic group tended to present 
with more severe anaemias than those in the normo- 
blastic group. The two most severe anaemias of all 
were, however, of the iron-deficiency type associated 
with hookworm infestation. These patients had Hb 
levels of 1.5 and 1.6 g./100 ml. Neither showed any 
retinal change apart from pallor. 


Discussion 


Retinal changes in severe anaemias have usually been 
ascribed to deficient oxygenation consequent on low 
haemoglobin. Few authors have ventured to suggest 
that they might be significant in the differential diagnosis 
of anaemia. The report which is in closest accord with 
our findings is that of Foster Moore (1925), who wrote: 
“It is believed that there is a considerable reduction of 
the platelets in the blood in such diseases as pernicious 
anaemia and acute lymphatic leukaemia, conditions in 
which [retinal] haemorrhages are common ; in chlorosis, 
on the other hand, there seems to be no diminution of 
the platelets and haemorrhages do not occur.” 

Our evidence suggests that retinal haemorrhages are 
much more frequent and extensive in megaloblastic 
anaemias and thrombocytopenic conditions than in 
anaemias due to blood loss or iron deficiency. It 
appears that retinal changes are not solely dependent 
on deficient oxygenation or low Hb levels. Among the 
factors which may contribute to these changes is 
thrombocytopenia. In two-thirds (15) of our cases of 
megaloblastic anaemia the pathologists gave an 
unsolicited report that “ platelets were decreased in the 
peripheral blood,” or words to that effect. Recent 
experience has, however, shown us that some patients 
with megaloblastic anaemias and retinal haemorrhages 
may have platelet counts of over 90,000 per c.mm. 
Reports of deficient platelets appear only twice in the 
other group of patients. In both these patients (Cases 
3 and 4) the thrombocytopenia was definitely established 
and retinal changes were marked. 

Some of the haemorrhages in megaloblastic anaemias 
have pale yellow centres very similar to those which 
occur characteristically in leukaemia. In leukaemia this 
is said to be due to central aggregation of leucocytes 
within the haemorrhagic area. It is difficult to see why 


a similar change should occur in megaloblastic anaemias 
unless it depends on the proportion of white cells to 
red cells. In megaloblastic anaemia due to the low red- 
cell count this proportion is usually greater than normal, 
though not as great as in leukaemia. 


Summary 


During an analysis of 74 cases of severe anaemia 
among Indians the retinal appearances were studied in 
relation to the type and severity of the anaemia. It was 
found that retinal haemorrhages occur almost 
universally in severe megaloblastic anaemia and in 
anaemia associated with thrombocytopenia. Retinal 
changes occur rarely in cases of iron-deficiency anaemia 
or anaemia due to blood loss. 


Though this sign has been mentioned previously, it 
is felt that its value has not been sufficiently emphasized. 
It is diagnostically useful in communities where severe 
anaemias of these types are prevalent. 


We thank Professor E. B. Adams for his interest and 
advice, and Dr. S. Disler, medical superintendent of King 
Edward VIII Hospital, for permission to publish. 
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Preliminary Communications 


A Sodium-excreting Steroid ? 


As soon as the sodium-retaining properties of the highly 
potent steroid aldosterone were discovered in 1952 by 
Simpson and Tait, it at once became a possibility that 
there was also formed in the body a steroid with the 
reverse action—that ‘is, with sodium-excreting properties. 
Indeed, the suggestion that such a substance might exist 
had already been made by Wilkins and Lewis (1948) to 
explain the excessive salt-losing condition seen in some 
patients with congenital adrenal hyperplasia. 

Other early observations pointed to the existence of 
such a compound. Thus the patient with Addison's 
disease is much more sensitive to the sodium-retaining 
effects of D.C.A. than is the normal subject. This 
suggests the production in the normal of a substance 
antagonizing the sodium-retaining action of D.C.A. 
Then, again, difficulty has been experienced in carrying 
out a satisfactory bioassay of the sodium-retaining factor 
present in urine extracts. For instance, Luetscher, 
Demin, and Johnson (1952), Singer and Venning (1953), 
and Cope and Garcia-Llaurado (1954) all encountered 
urine samples in which the sodium-retaining activity was 
not increased by using a much larger dose of extract in 
the test animals, so that a proper dose-response curve 
could not be obtained. Indeed, it was for this reason 
that Cope and Garcia-Llaurado (1954) carefully 
refrained from drawing any quantitative conclusions 
from their assays. They stated that their results did not 
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provide enough evidence on which to base any useful 
estimate of the quantity of aldosterone present in urine. 

Many complicating substances might have been 
present in the early crude extracts, and preliminary 
purification by paper chromatography often led to better 
bioassay results of the sodium-retaining factor. But this 
was not always so, and Dyrenfurth and Venning (1959) 
have recently published their own circumstantial 
evidence for the existence of an interfering and sodium- 
excreting factor. They found that extracts freed of most 
of their cortisol, cortisone, and corticosterone sometimes 
showed less aldosterone when assayed at a high dose- 
level than at a lower, and suspected, therefore, that an 
antagonizing substance was present which could be 
diluted out. Indeed, they found some urine extracts 
which actually increased sodium output. 

There is good reason to believe, therefore, in the 
existence of a sodium-excreting factor in man and to 
believe that this occurs at least sometimes in the urine. 
Search for such a sodium-excreting factor (S.E.F.) is 
being pursued vigorously in several research centres. 

One such search has been carried out by a Ciba group 
in Basle (Neher ef al., 1958). These workers were able 
to isolate from hog adrenals a fraction which appeared 
to have sodium-excreting properties. This they identified 
as and this 
compound has been synthesized by the same group. 
They believe that this steroid has sodium-excreting 
properties (S.E.F.), though they admit that its activity 
is inhibited or enhanced by conditions which have not 
yet been fully elucidated. 

Since a naturally occurring steroid with sodium- 
excreting properties would clearly be of the highest 
physiological and therapeutic importance, we have 
tested this steroid for possible sodium-excreting activity 
in man under favourable clinical conditions. ; 

Five patients have been used for the tests, all 
representing, so far as possible, the same clinical state 
of convalescence from moderate congestive failure with 
recent oedema. None had received any diuretic during 
the preceding 10 days or more, and they might therefore 
have been expected to be very responsive to a sodium 
diuretic. This particular clinical situation was chosen 
for the tests because it was one in which a sodium 
diuretic might prove useful, and one, moreover, likely 
to be favourable to the revelation of any sodium- 
excreting activity possessed by the compound. 

The first subject was on a normal salt intake, the 
remaining four being on a low-sodium intake of 22 mEq 
daily. Baseline urinary excretions of sodium and 
potassium were measured for four to seven days. The 
steroid was then given as a daily intravenous injection 
for three successive days. After two or three further 
days. in which any effect of the steroid could subside, a 
single dose of 1 g. of chlorothiazide was given to four 
of the subjects. The results obtained are summarized 
in the Table. 


Mean Daily Urinary Excretion mEq 


Daily | 4 Days 3 Days lg. 
Case Dose Control Steroid Chlorothiazide 
No. Steroid —— 
(mg) | Na | K Na | K Na K 
1 40 | 71 70 68 67 on an 
2 60 | 10 15 8-6 70 87 79 
3 80 | 65 42 10 131 65 
4 100 7 102 12 87 80 75 
5 100 8 | 37 7 28 58 50 
Mean .. | 20 65 21 | 58 | 89 | 67 


From these experiments it is clear that, under the 
clinical conditions chosen, the steroid (S.E.F.) caused no 
significant change in urinary sodium excretion, though 
chlorothiazide provoked a sharp sodium diuresis. The 
mean effect in the five cases is an increase of only 5% 
in sodium excretion, and this may. be compared with 
the mean increase of 330% produced by a single dose 
of chlorothiazide. 

No conclusions can safely be drawn about any effects 
on potassium excretion because the intake was not fully 
controlled, but it cannot be large. 

Whether this steroid will prove to have sodium- 
excreting properties under other clinical conditions 
remains to be seen. This seems unlikely, because the 
steroid possesses a saturated ring A, and this is not 
usually associated with physiological activity. 


Summary 
Evidence suggesting the existence of a sodium- 
excreting factor in the human subject is briefly reviewed. 
A new steroid, 38,16a-dihydroxy-allopregnan-20-one, 
said to have sodium-excreting properties, has failed to 
show any such activity in a clinical situation in which 
it could have provided uscful therapy. 


We are greatly indebted to Dr. Neher and to Dr. Gross, 
of Basle, for a generous sample of this steroid in a form 
suitable for intravenous injection. 


C. L. Cope, D.M., F.R.C.P., 
E. H. O. Parry, M.B., M.R.C.P., 


Department of Medicine, Postgraduate 
Medical School, London, W.12. 
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Phenethyldiguanide: A Dangerous 
Side-effect 


Phenethyldiguanide (D.B.I.) is the most recent of the 
hypoglycaemic drugs to become available to clinics in 
this country. Early work has suggested that D.B.I. 
has a place in the treatment of adult diabetics, in whom 
it has an advantage over the arylsulphonylureas by 
reason of the absence of secondary failures and a wider 
spectrum of action (Williams et al., 1958: Krall and 
Camerini-Davalos, 1958; Walker, 1959). In addition, 
it may in conjunction with insulin improve the control 
of unstable diabetics (Pomeranze, 1957; Odell et ai., 
1958; Krall and Bradley, 1959). 

The action of D.B.I. has not yet been elucidated—it 
produces hypoglycaemia in the absence of endogenous 
insulin, thereby differing from the arylsulphonylureas. 
It has been suggested that it acts by promoting anaerobic 
glycolysis, which is less efficient than normal aerobic 
metabolism in that more glucose is required per 
unit of energy produced (Williams e¢ al., 1958). The 
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PRELIMINARY COMMUNICATIONS 


end-product of this process is lactic acid. It has further 
been said to inhibit enzyme systems in the tricarboxylic 
acid cycle (Steiner and Williams, 1958; Wick ef al., 
1958; Krall and Bradley, 1959). The _ present 
communication concerns a dangerous side-effect of 
the drug and measures which may be used to 
combat it. 

Side-effects of D.B.I. fall into two groups—gastro- 
intestinal and metabolic. The gastro-intestinal upsets, 
while troublesome in earlier studies, can be reduced in 
frequency by slow increase of dosage (Pomeranze, 
1958; Walker, 1959). Metabolic upset has been 
indicated by the occurrence of acidosis and ketonuria 
in the presence of normoglycaemia or mild hyper- 
glycaemia (Hall et al., 1958 ; Steiner and Williams, 1959). 
In our experience with over 100 cases of all types of 
diabetes treated with D.B.I. over two years, it has been 
a worrying and indeed dangerous complication. 
Ketonuria with or without acidosis has occurred in about 
one-third of all cases, always without notable rise in blood- 
sugar levels. Frank reduction of alkali reserve was 
present in 11 cases (8 juvenile, 2 adult unstable, and 
| adult stable), usually after months of good control 
with D.B.I. alone. In two of these the alkali reserve 
fell to 7 vols.% (3.1 mEq) and 11 vols.% (4.9 mEq) 
with blood-sugar levels of 208 and 280 mg./100 ml.— 
this happened suddenly and without any obvious cause. 
One of these patients died a few hours after admission, 
though he had been having supplementary insulin in 
addition to D.B.I. for some months. No lesion was 
found at necropsy to account for his death. 

Clinical observation suggested that ketonuria with 
acidosis was almost confined to juvenile or unstable 
diabetics, but ketonuria alone occurred in all types. In 
no case was any simple cause found to explain the upset. 
with the possible exception of some adult diabetics when 
ketonuria accompanied hypoglycaemia and may have 
been of “starvation” type. It was further seen that 
ketonuria and acidosis occurred very frequently in 
patients who had recently undertaken increased physical 
exercise of any kind. 

Because of the lack of any definite knowledge of 
causation, the measures used to combat ketosis were 
of necessity empirical; they were (a) increased dietary 
carbohydrate, (b) reduction in D.B.I. ‘dosage, and 
(c) use of supplementary insulin. 

The two severe cases of acidosis mentioned were 
treated with insulin, glucose, and alkali intravenously. 
While these measures are sometimes successful, the 
drug is now only used alone in a minority of juvenile 
cases, on account of acidosis or recurrent ketonuria. 


It is felt that the place of D.B.I. in diabetic therapy 
is not yet properly assessed, and that it must depend 
on elucidation of its hypoglycaemic action and the 
mechanism of production of acidosis and ketosis. 


In an attempt to clarify this problem, a selection of 
diabetic patients have been given an exercise test with 
measurement of blood-sugar, alkali reserve, total 
blood hydrazones, and lactate before and after. The 
results will be reported on in full later, but confirm 
that the patients controlled on D.B.1. have raised blood 
lactate and plasma hydrazone levels at rest (Williams 
et al. 1957), and that exercise exaggerates this 
abnormality. The alkali reserve also falls markedly 
with exercise, the fall being many times as great as 
may be observed in normal people. 


These facts suggest that while D.B.I. lowers blood- 
sugar, probably by promoting anaerobic glycolysis. 
there is a defect in carbohydrate metabolism in the 
intermediate stage, resulting in an accumulation of 
lactate. The urine of patients controlled by D.B.I. has 
been found invariably to be extremely acid, providing 
further indirect evidence. Presumably there is increased 
lactate formation from anaerobic glycolysis and 
possibly impaired utilization of this due to interference 
with the tricarboxylic-acid cycle. In addition, D.B.I. 
does not promote formation of liver glycogen, and this 
has been found to be greatly reduced in D.B.I. therapy 
(Steiner and Williams, 1959). It seems likely, then, that 
the result of this is increased breakdown of fat in the 
liver, giving rise to ketonaemia. 

These two defects would be complementary, giving 
rise to acidosis and ketonuria. 


It would appear that while D.B.I. may control 
diabetes in that reduction of blood-sugar is obtained, 
the means of obtaining this effect are less physiologically 
correct than when insulin is used. The use of D.B.L., 
therefore, particularly in diabetes of the unstable type. 
must be accompanied by close observation and 
biochemical control. The rapidity of onset of severe 
acidosis in juvenile cases without premonitory warning 
is emphasized. 


Thanks are due to Dr. A. C. Aitkenhead, under whose 
care the patients were treated, Dr. W. S. T. Thompson for 
biochemical assistance and advice, and to Law Hospital 
Biochemistry Department. 


Ropert S. WALKER, M.D.,._F.R.F.P.S., M.R.C.P.Ed.. 
Senior Medical Registrar, Law Hospital, Carluke. 


ApamM L. Linton, M.B., Ch.B., 
Medical Registrar, Glasgow Royal Infirmary 
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Educational Productions, Ltd., Wakefield, believe that 
human anatomy is not a subject which is well served by 
clear, simple, and inexpensive wallchart material, and have 
produced six charts costing 7s. 6d. each to fill this gap. A 
representative chart in this series shows a large diagrammatic 
representation of the microscopic structure of a section 
through the human skin. Hair follicles, sweat glands, and 
the various blood vessels and nerves are all shown, and the 
chart provides an easily appreciated explanation of skin 
structure. The charts are colourful and are all produced 
in a large size (30 by 40 in.), which makes them useful for 
direct teaching. They will be found helpful in secondary 
schools, medical schools, and with adult classes. 
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A BOOK TO BUY 


Doctors’ Commons. A Short History of the British Medical 
Association. By Paul Vaughan. (Pp. 254+xvi; = 


18s.) London, Melbourne, Toronto: Heinemann. 

The general public knows little about the history and 
functions of the British Medical Association, which they 
frequently confuse with the General Medical Council. 
There will be little excuse for such confusion now that 
there is available this short but readable account of the 
Association’s origin, development, and achievements. 

The book contains ten chapters each dealing with a 
different phase of the Association’s activities. Here 
the layman may learn the important parts taken by 
the B.M.A. in the reform of the Poor Law, in exposing 
quackery, in improving the medical services in the 
Army and Navy, and generally in furthering medical 
reform. The last two chapters deal briefly but fairly 
with the agitated discussions over the National Insurance 
Act and the National Health Service. There is an 
excellent chapter on the growth in importance of the 
British Medical Journal. 

The most amusing section relates at some length the 
astonishing story of the public controversy over the 
Epstein statues designed to decorate the B.M.A. building 
in the Strand in 1907. The ruins of those statues are 
still to be seen. Each passer-by along the Strand at 
Agar Street should stop and stand and scan those 
mutilated forms which once aroused such “ moral” 
storms. 

{ hope this interesting book will stimulate someone 
to write a full and definitive history of the British 


Medical Association. Meanwhile, Vaughan’s volume is 


a good introduction and we hope each member of the 


Association will buy it and read it. 
ZACHARY COPE. 


AN AMERICAN LOOKS AT THE HEALTH 
SERVICE 


The English Health Service: its Origins, Structure, and 

Achievements. By Harry Eckstein. Foreword by James 

Howard Means, M.D. (Pp. 289+xxi. 30s.) Cambridge, 

Mass.: Harvard University Press. London: Oxford 

University Press. 1959. 

The author of this important book is a teacher in the 
“Department of Government ” at Harvard University, 
and he spent two years in England collecting 
information. It is in three parts: “ Medical Services 
before the Appointed Day,” “The Health Service 
Agitation ” divided into 1920-42 and 1942-6; and “ The 
Health Service in Operation.” 

On the whole the author is remarkably well informed, 
though there is an occasional error, and in parts not 
quite the right emphasis on past events. For example, 
when he states that the original grading of senior 
hospital staff was “a notable success” he must have 
talked solely or mainly with those who were satisfied. 
He is, perhaps, too severe in his comments on the pre- 
Service arrangements in referring to them as “ the waste- 
ful and senseless chaos ™ inherited by the Health Service. 
He regards the Interim Report of the Medical Planning 
Commission of 1942 as “the most remarkable plan for 
self-reform in the history of the British profession.” 
He -has much to say about the British Medical 
Association, which is described in the foreword as 
“conservative at heart but not so obstructively so as 


the American Medical Association.” He has a good 
opinion of the B.M.A. as a negotiating body, except for 
some severe remarks about its activities during 1942-6, 
and gives a long list of the points on which the Associa- 
tion has been able to make the Ministry of Health 
change or modify proposals to which it took exception. 

Eckstein’s assessment of the achievements of the 
Service is eminently fair-minded in that he does not 
gloss over its failings or over-emphasize its successes. 
He has no doubt that bad liaison is at the root of many 
of the difficulties which have arisen. He deals at length 
with the separate administration of the teaching hospi- 
tals and their relationship to non-teaching hospitals, 
and concludes: “The hospital service is still a dual 
system.” He devotes much space to the health centre 
idea, which was intended to bring together the three 
separate components of the Service but which has never 
materialized ; and finds it difficult to understand the 
change of heart about it at the Ministry. He realizes 
fully the initial difficulties of the Service caused by 
shortages of money and materials for new buildings 
which frustrated the early years, and points out that 
the proportion of the total national product paid tor 
medical services is low compared with the U.S.A., where 
there is no comprehensive service. Sympathetic to the 
objectives of the Service, he discusses in a powerful 
epilogue the inherent limitations upon the efficacy of 
public planning and control of a medicc! service, 
particularly when the financial control is in the hands 
of a Treasury with unalterable traditiona. procedures 
which have been more harmful than “ the actual severe 
limitation of funds.” There is a danger that “ the faults 
of the Service will persist even when the conditions 
responsible for them have vanished.” 

The basic data for this book were apparently collected 
some four or five years ago, and some of the statements 
in it are now out of date, such as the long waiting-lists 
of the tuberculous for a hospital bed and the financial 
limits for new buildings above which specific Ministry 
sanction must be obtained. There is, however, much 
information collected here which has never before been 
gathered together, and it is presented in a form which 
is easily readable. It is a book which should be widely 
read on both sides of the Atlantic by doctors and laymen 
alike. In America it will be an eye-opener ; in Britain 
it will explain many things which were previously 
obscure and recall others which are in process of being 


forgotten. 
8 ALLEN DALEY. 


COLONIC SURGERY 

Surgery of the Colon. By E. S. R. Hughes, M.D., 

M.S.(Melb.), F.R.C.S(Eng.), F.R.A.C.S. (Pp. 416+ viii; 

illustrated. 63s.) Edinburgh and London: E. and S 

Livingstone, Ltd. 1959. 

In general layout and content this monograph bears a 
striking likeness to a book of a similar title published by 
the same house a few years ago ; and, with the exception 
of a chapter on the bacteriology of the colon with an 
accompanying extensive bibliography, it follows a 
similar pattern. 

After discussion of the surgical anatomy of the region 
investigation of disorders of the colon is detailed, 
though perhaps the errors of x-ray examination are not 
sufficiently emphasized. The drear subject of chronic 
constipation is gloriously enlivened by some original 
research into some older and ingenious methods of 
giving enemata, including that employed by the Ibis. 
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The predilection of Louis XIV for this form of treat- 
ment and his insistence that his court shared its delights 
are recounted. 

The techniques employed by the author in colonic 
surgery are detailed, but one wonders whether it is 
sound advice to minimize the value of such a powerful 
antibiotic as neomycin in the preliminary preparation. 
It has been my experience that after a course of this 
drug the culture from the faeces is often sterile or 
reduced to such a minimum that wound sepsis, for the 
prevention of which the author describes a method of 
secondary suture, becomes virtually non-existent. 

A long chapter is devoted to ulcerative colitis, in 
which subject most recent advances in colonic surgery 
have taken place. The fashioning of an ileostomy is 
described and the care thereof discussed. Alternative 
methods of treatment are also noted. There are many 
photographs of diseased colons in this section, the 
details of which may not be clear to those unfamiliar 
with all the pathological changes. Further editions of 
this work would be improved if some of these were 
omitted and replaced by a few coloured photographs. 

The book proceeds to an exact description of the 
Operation for cancer at the various sites, and emphasis 
is placed on the early ligation of the vascular pedicle to 
prevent embolic spread during manipulation of the 
tumour. Other malignant and non-malignant conditions 
affecting the colon are described. The book is well 
produced and readily readable, and will no doubt 
initiate many into this branch of surgery. 

STANLEY AYLETT. 


POLYGLOT OPHTHALMOLOGY 


Actualités Latines d'’Opl:talmologie. inesthésie, Champ 
Visuel, Glaucome, Méthodes d’Examen, Pathologie Médicale. 
Sirabisme, Technique Chirurgicale. Under the direction of 
W. Duque Estrada and G. E. Jayle. (Pp. 314; illustrated. 
3,500 fr.) Paris: Masson et Cic. 1958 


Trends in Ophthalmology in Latin Countries is a 
collective work consisting of some 20 chapters, some 
as short as three pages, some running to 30 pages, and 
one to more than 60 pages. The bulk of the text is in 
French, but Portuguese is well represented by four 
chapters, two of them extensive, and there are also 
chapters in Italian and in Spanish. The scope of the 
book is fairly limited. About one-third of the text is 
devoted to studies on perimetry, with studies on 
glaucoma occupying a further one-quarter. For the 
rest there are chapters on anaesthesia, on diagnostic 
methods, squint, therapeutics, and ocular pathology. 
Some chapters, such as the short one on_ the 
measurement of capillary resistance in the conjunctiva 
of diabetics contributed by Dejean and Boukort, are 
accounts of original work, while others, like the study 
by Jayle and Aubert on the mesoptic visual field, are 
encyclopaedic surveys of borderline subjects. By its 
scope and polyglot character the book is a brave 
contribution towards the diffusion of information 
still in its formative stages. For French-speaking 
ophthalmologists the section on perimetry should prove 
particularly useful. 


The twentieth edition of Doriand’s Pocket Medical 
Dictionary has recently been published by W. B. Saunders 
(31s. 6d.). This little book, abridged from the well-known 
“ Dorland,” has been brought up to date by the addition of 
new and the omission of obsolete terms; many definitions 
have been revised and the number of abbreviations increased. 
This useful pocket lexicon is now 60 years old. 
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BOOKS RECEIVED 


Review is not precluded by notice here of books recently received 


Nursing Care of Patients with Liye, Ear, Nese, anc Throai 
Disorders. By Mary Estelle Shepard, R.N., B.S. in Ed., M.A 
(Pp. 266+-xviii; illustrated. 28s.) New York and London: The 
Macmillan Company, New York. 1958. 

The Surgeon aud the Child. By Willis J. Potts, MD. (Pp. 255 
+ix; illustrated. 52s. 6d.) Philadelphia and London: W. B. 
Saunders Company. 1959. 

Sigmund Freud’s Mission. Aun Analysis of His Personality 
and Influe:we. By Erich Fromm. (Pp. 120. 12s. 6d.) London: 
George Allen and Unwin Ltd. 1959, 

A Short History of Scientific Ideas to 1900. By Charles 
Singer. (Pp. 525+-xviii ; illustrated. 35s.) Oxford: Clarendon 
Press: Oxford University Press. 1959. 


A Handbook for Dissecters. By J. C. Boileau Grant. Fifth 
edition. (Pp. 441+xiv ; illustrated. London: Bailliére, 
Tindall and Cox Ltd. 1959. 

Steroids. By Louis F. Fieser and Mary Fieser. (Pp. 954+-xvii ; 
illusiraied. £7 4s.) New York: Reinho'd Pub.ishing Corporation. 
London: Chapman and Hall Ltd. 1959. 


Giving and Receiving. An Adventure in African Medical 
Service. By Anthony Barker. (Pp. 175; illustrated. 18s.) 
London: The Faith Press Ltd. 1959. 


Manual of Osteopathic Technique. By Alan Stoddard, M.B, 
B.S., D.O., D.Phys.Med. (Pp. 275; illusizated. 50s.) London: 
Hutchinson Medical Publications. 1959. 

Yoga. by Ernest Wood. (Pp. 272. 3s. 6d.) London: Penguin 
Books. 1959. 

Transplantation of Tissues. “Nolume Il. Skin, Cornea, Fat, 
Nerves, Teeth, Blood Vessels, Endocrine Glauds, Orga»s, 
Peritoneum, Cancer Cells. Edited by Lyndon A. Peer, M.D., 
with 12 contributors. (Pp. 690-+-xiii: illustrated. £8.) London: 
Baillitre, Tindall and Cox Ltd. 1959. 


Pddiatrischer EKG-Atlas. By Wilhelm Heck and Joachim 
Sioermer. (Pp. 230+xvi; illustrated. DM. 78.) Stuttgart: 
Georg Thieme Verlag. 1959. 

Proceedings of the World Congress of Gastroenterology and 
the soth Annual Meeting of the American Gastroenterological 
Association. Washington, D.C., May 25-31, 1958. Two 
volumes. (Pp. 1,3634xxxv; illustrated. £8.) London: Bailiitre, 
Tindall and Cox Ltd. 1959. 

Trophoblast and its Tumors. Editor in Chief, Otto V. St. 
Whitelock; Managing Editor, Franklin N. Furness; Associate 
Editor. Marguerite Selzer; Consulting Editor, William B. Ober. 
(Pp. 284; illustrated. $3.50.) New York: Annals of the New 
York Academy of Sciences. 1°59, 

Second Conference on Physicochemical Mechanism of Nerve 
Activity and Second ' Conference on Muscular Contraction. 
Editor in Chief, Oito V. St. Whitelock ; Manag'ng Editor, Frank- 
lin N. Furness; Associate Editor, Peter A. Sturgeon ; Consulting 
Editor, David A. Nachmansohn. (Pp. 215-510; illustrated. $4.) 
New York: Annals of the New York Academy of Sciences. 1959. 
Beschaftiguingstherapie. Eivfiikrung und Grundlagen. 
Edited by G. Jentschura. (Pp. 300+viii; illustrated. DM. 45.) 
Stuttgart: Georg Thieme Verlag. 1959. 

Klinische Radiol-g’e des Magens und des Zwilffingerdarms. 
By Pierre Porcher, Hans-Ulrich Stéssel, and Paul Mainguet. (Pp. 
264-|-xii; illustrated. DM. 72.) Stutigart: Georg Thieme Verlag. 
1959. 

Open Reduction cf Common Fra tures. Oscar P. Hamp- 
ton, jun., M.D., F.A.C.S., and William T. Fitts, jun., M.D., 
F.A.C.S. (Pp. 21!2-+ix; illustrated. $8.75.) New York and 
London: Grune and Stratton. 1959. 


Medicinal Chemisiry. Volume 1V. By Wilbur J. Doran. A 
Series of Reviews Prepared under the Auspices of the Divisicn of 
Medicinal Chemistry of the American Chemical Society. (Pp. 
334+ix. 96s) New York: John Wiley and Sons. Inc. 
London: Chapman and Hall, Ltd. 1959. 


Advances in Cardiology. Volume 2. Cogenitaland Acquired 
Heart Diseases—Cardiac Failure—Diseases of the Coronary 
Vessels—Correlations between Luug and Heart. Selected 
Lectures from Third World Congress of Cardiology, Brussels, 
1958. Edited by R. Hegglin and E. Liithy. (Pp. 337; illustrated. 
Sw. Fr. 59.) Basle, New York: S. Karger. 195% 


de 
* 
- 
: 
D 
| 
é 
‘ 
. 


LNAI 


Nov. 14, 1959 


AN ACCIDENT SERVICE FOR THE NATION — 


BRITISH MEDICAL JOURNAL 
LONDON 
SATURDAY NOVEMBER 14 1959 


AN ACCIDENT SERVICE FOR THE NATION 


The president of the British Orthopaedic Association, 
Mr. H. J. Seddon, has communicated with 
representatives of surgeons and general practitioners 
with the intention that a conference might be held soon 
to discuss hospital accident services. This follows, in 
timely fashion, the symposium on accident services 
which the British Orthopaedic Association held at its 
recent autumn meeting (the symposium is reported at 
p. 1016 of the Journal). 

For almost a quarter of a century a steady flow of 
official memoranda has demanded an integrated 
accident service for the nation. The British Medical 
Association’s report of 1935' was followed by the 
report of a Government Interdepartmental Committee 
on Persons Injured in Accidents in 1939? and the 
British Orthopaedic Association’s memoranda in 
1943° and 1959.* These have been interspersed with 
papers from informed individuals. Yet no action on 
a national sca'e has yet been taken. The reason for 
this apparent indifference may be that the services 
required represent a new surgical discipline and a 
different tempo and quality of hospital organization 
from those needed to treat the non-traumatic 
conditions around which our hospitals were 
established. Moreover, all branches of clinical 
medicine are concerned in the prevention and treat- 
ment of all types of accidents. 

About 2m. injured people seek hospital treatment 
every year. These patients come to all types of 
hospital—the small cottage hospitals staffed by 
visiting local general practitioners, the larger general 
hospitals staffed by visiting consultants, and a few 
provincial accident departments or hospitals whose 
sole concern is the care of the injured. The injuries 
are exceedingly varied in type and severity, including 
multiple injuries to head, thorax, abdomen, or limbs ; 
extensive burns and scalds involving 10% to 15% or 
more of the body surface (these are mainly due to 
domestic accidents) ; fractures of the lower extremity 


* agast of tO the B.M.A. Committee on Fractures, Brit. med. J. Supplement, 


Final Interdepartmental Committee on the Rehabilitation of Persons 
Injured by Accidents, 1939, H.M.S.O. 

Fe — Grease Association, Memorandum on Accident Servic es, 1943. 

ibid 

5 Bull, J. P., Brit. med. Bull., un 7. 69. 

* Clarke, A. R., Lancet, 1954, 2, 8 

? Brit. med. J., 1958, 2 , 304. 

® Gissane, W., Practitioner, 1955, 175, 450. 


in old people ; and immense numbers of common 
single injuries in all age groups. These last should 
not jeopardize life, but if not well treated they can 
result in prolonged disabilities and sometimes in the 
loss of a precision worker to industry. 

Much greater numbers of injuries are treated 
outside the hospital service. In a detailed study® of 
all accidents occurring in three large engineering 
works in Birmingham it was found that 7% of all 
workers were injured every day, though the majority 
of injuries were trivial and treated by first-aiders on 
the production line. Every day, for Birmingham as 
a whole, 1% of all workers attended the factory 
surgery. No detailed study has been made of the 
frequency of trivial home accidents, but it is known 
that their numbers are considerable. It is not wise 
to consider trivial injuries as of no importance. 
Infection of minor wounds, particularly of the hand, 
is still a major cause of time lost from work. 

Accurate diagnosis is a major problem, particularly 
with cerebral and thoraco-abdominal injuries, which 
are the main causes of death from the new violence of 
road traffic accidents. The diagnosis of closed 
abdominal injury alone has long been recognized as 
one of the most difficult exercises in clinical judgment. 
In a patient unconscious from an associated head 
injury an early diagnosis of abdominal injury is 
almost impossible. In the most vigilant and well- 
equipped hospitals a diagnosis is not always arrived 
at before several hours of unremitting observation. 
The key role of the general practitioner in getting 
prompt treatment for injured patients was stressed by 
Sir Harry Platt at a symposium held by the B.M.A. 
last year.’ But the G.P. must be supported by a 
hospital service prepared to accept his patients on the 
broad diagnosis of “ seriously injured ” or “ suspected 
serious injury.” 

It has recently been suggested* that the organiza- 
tion required to establish an integrated national 
accident service “ must be undertaken by the State as 
a quasi-military operation.” Though an integrated 
peacetime national accident service would be of 
immense value to the nation in time of war, the term 
“ quasi-military ” does not seem appropriate to the 
conditions which clinicians find acceptable in peace- 
time. A better course might be for each region to 
develop its own accident service according to its 
particular needs, based on a regional survey and 
on research, teaching, and training—a system of 
education rather than compulsion. 

The first stage in the development of any regional 
accident service would seem to be the establishment 
of a regional headquarters. Such a headquarters 
should be within a fully comprehensive accident 
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department.or hospital sited alongside the region’s 
largest general hospital and preferably beside the 
teaching hospital. This siting is important. The 
surgery of accidents is not an anatomical specialty 
but a form of division of labour to mect a special 
tempo in both diagnosis and treatment. The regional 
centre might have 150-250 beds for the care of 
patients with serious injuries. It should contain 
its own laboratory and ancillary services, for delays in 
beginning treatment cannot be avoided if essential 
services have to be shared by other divisions of 
medicine and surgery. 

The surgeon who receives the seriously injured on 
their admission to a regional centre must be able to 
assess the amount of blood lost and any obstruction 
to respiratory function, and quickly correct both. He 
must have such general surgical knowledge as will 
enable him to assess the clinical possibilities of 
serious injury to any part of the body, and the time 
and facilities to investigate fully his clinical suspicions. 
These are the essential stages before a surgical 
specialist of any anatomical system can be called in. 
The first surgeon must also have the technical ability 
to proceed with definitive treatment if such a 
specialist is not quickly available. To ensure that 
they are available immediately when needed, the 
surgeons of a regional centre may have to be on the 
full-time staff: if so, there is much to be said for 
allowing the right of private practice within the 
confines of their hospital. 

Serious injuries, particularly from road _ traffic 
accidents, are distributed widely over all regions. 
One of the immediate responsibilities of a regional 
centre would be to stand behind and supplement the 
existing accident services of all its hospitals. The 
centre should therefore provide mobile teams for 
blood transfusion and other treatment to all its 
hospitals, on demand. The objective is to avoid 
unnecessary delays in the treatment of injuries where- 
ever they occur. The ultimate aim of the centre is to 
develop the region’s service by. training sufficient staff 
to establish and maintain an efficient accident service 
strategically spread over the whole region, avoiding 
too much centralization. 

Ambulance transport in an integrated regional 
accident service needs special consideration. 
Seriously injured patients should be transported 
immediately after their accident to a centre fully 
organized to begin treatment on their arrival. If the 
delay in reaching the centre is likely to exceed one 
hour, transport should be undertaken under cover 
of blood transfusion. A prototype ambulance and 
stretcher have been designed to eliminate jolts during 
such journeys.* The Korean campaign showed that 


transport by helicopter ambulance is a great advance, 
and helicopters might be of value to any national 
accident service, particularly for serious accidents on 
the new high-speed motorways. 

Road-traffic accidents alone cost the nation some- 
thing like £200m. a year—a capital sum that would go 
far in providing the nation with the facilities required 
for its accident service. It is known that efficient 
treatment does substantially lessen the cost, the 
disability, and the time off work following injury. 
After 25 years of memoranda, reports, and leading 
articles, the time is now opportune to act against this 
ever-growing national epidemic of injuries from 
accidents. 


SUBACUTE RICKETTSIAL ENDOCARDITIS 


Q fever is known to cause an acute febrile illness 
of sudden onset, sometimes accompanied by a 
segmental consolidation of the lung resembling that 
found in primary atypical pneumonia. The majority 
of attacks probably last only a few days and are very 
rarely identified. The more prolonged illnesses, 
especially in the elderly, may continue with fever for 
two or three weeks, but generally respond quickly 
to antibiotics such as chloramphenicol and the 
tetracyclines. 

But occasionally patients suffer a protracted and 
remittent fever lasting for months or even years, 
sometimes ending fatally. B. P. Marmion and his 
colleagues' reviewed these cases of chronic Q fever, 
and noted that one British and two Californian 
patients had clinical or post-mortem evidence of 
endocarditis. Nevertheless, the findings were not 
sufficient to prove that the endocarditis was directly 
due to R. burneti, the causative agent of Q fever. 
Two papers appearing in the Journal this week now 
report a further instance of subacute endocarditis 
following Q fever, and for the first time provide good 
evidence that the valvular lesion was due to infection 
with R. burneti itself. 

The illness described by Drs. A. O. Robson and 
C. D. G. L. Shimmin (p. 980) began six months after 
a typical attack of Q fever (undiagnosed at the time) 
and continued until the patient died eighteen months 
later. Though it clinically resembled subacute 
bacterial endocarditis, the authors noted certain 
differences such as the absence of multiple emboli 
and of anaemia, and the unusually severe arthralgia 
and arthritis. Moreover, blood cultures were 


repeatedly sterile and suspicion was aroused by 
the discovery of a high level of Q fever antibody. 
In the accompanying paper Drs. P. S. Andrews 
and B. P. Marmion (p. 983) describe the 
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laboratory findings, which included isolation of 
R. burneti from the blood on two occasions in life, 
and, post mortem, from the aortic valve, spleen, and 
lung. Microscopical examination of the grossly 
damaged aortic valve in fact showed many colonies 
of rickettsia-like bodies embedded in the vegetations, 
and extracts of these had a very high infectivity. 
There was no post-mortem evidence of previous 
rheumatic carditis, but it was not possible to decide 
for certain whether infection was superimposed on 
a previously damaged valve. 

In parts of Great Britain, at least, Q fever is a 
fairly common cause of unidentified fever and 
pneumonia. Chronic infection with rickettsial 
endocarditis is obviously a rare complication, but it 
is a serious one, and the diagnosis should therefore 
be considered in subacute endocarditis when blood 
cultures for bacteria are repeatedly sterile. Isolation 
of R. burneti is a risky laboratory procedure, but 
it is simple to test for specific complement-fixing 
antibodies. Unfortunately, the presence of such 
antibodies is not conclusive because they can be 
detected in some healthy individuals,’ though a high 
antibody level would be suggestive. However, 
Andrews and Marmion made the interesting 
observation that the serum of their patient with 
endocarditis contained high levels of the rare phase I 
antibody.* This antibody does not develop in the 
typical acute attack of Q fever, and they suggest that 
its presence may indicate chronic infection with 
persistence of the rickettsiae. If so, it would be a 
valuable aid to diagnosis. 

This new clinical manifestation of Q fever draws 
attention to the epidemiology of the disease and to 
the natural reservoirs of infection. It is known that 
R. burneti can grow in the placenta and mammary 
gland of cows, sheep, and goats, and that it is excreted 
in large numbers at parturition. In summarizing their 
studies in Britain from 1949 to 1955, B. P. Marmion 
and M. G. P. Stoker* concluded that sheep were 
probably the principle reservoir from which infection 
spread to man either directly or, more frequently, 
through infection of cows and their milk. 

How the infection is maintained in the domestic 
ruminants in Britain and elsewhere is still not clear. 
In certain regions, such as California, the climate and 


1 Marmion, B. P., Stoker, M. G. P.. McCoy, J. H., Malloch, R. A., and 
Moore, B., Lancet, 1953, 1, 503. 
a —— Walker, C. B. V., and Carpenter, R. G., J. Hyg. (Lond.), 1956, 
® Stoker, M. G. P., and Fiset, P., Canad. J. Microhiol., 1956, 2, 310. 
* Marmion, B. P., and Stoker, M. G. P., Brit. med J., 1958, 2. 809. 
Stoker, G. P., and Marmion. B. P., ‘Bull. Hith Org., 1955, 13, 781. 
* Derrick, H., i. Hyg. (Lond.), 1944, 43, 
B. P., Proc. roy. Soc. Med., 613. 
* Syrucek, L., ibid., 1959, 52, 620. 
* Marmion, B. P., and Stoker, M. G. P., J. 1956, 64, 
the H. H., Lennette, E.'H., Abinanti, F. R., and Winn, J. F., Ann. 
. Acad. Sci., 1958, 70, $28. 
A. and Baird, A Proc. roy. Soc. Med., 1959, 62, 616. 


methods of farming are apparently suitable for direct 
spread between the animals and for the continued 
maintenance of R. burneti without the aid of ectopara- 
sites. In other parts of the world there is a lurking 
suspicion that infection of domestic animals is 
constantly replenished, perhaps by ticks, from a 
permanent reservoir in wild life.* Despite the early 
findings of E. H. Derrick on infection in bandicoots 
and their ticks in Queensland,* the difficulty has been 
to identify such a hypothetical reservoir in areas 
where there is opportunity for spread to domestic 
animals. In recent years, however, R. burneti has 
been discovered in Europe and Asia in a number of 
new hosts such as rabbits, rats, and various wild 
birds, as well as hens, turkeys, ducks, and geese. 

In a recent review Marmion’ has considered certain 
outstanding problems in Q fever. Besides some 
interesting observations on the pathogenesis of long- 
standing infection in man and animals, he has 
discussed the biological significance of these infections 
in small animals and birds. He points out the 
difficulty in deciding whether any of these hosts and 
their ectoparasites constitute a permanent self- 
perpetuating reservoir, or whether the infections are 
simply due to “spill-over” from infected domestic 
ruminants or some as yet unidentified reservoir. The 
interesting studies in Q fever in Western Czecho- 
slovakia, reported by L. Syrucek,* suggest that wild 
rodents and birds do not constitute a permanent 
reservoir in that region, because Q fever has 
disappeared from centres of high endemicity in recent 
years, and this has been accompanied by disappear- 
ance of R. burneti, not only from the domestic 
animals, but from the smaller creatures and birds 
as well. 

Despite our knowledge that parturient cows and 
sheep constitute the main reservoir for infection of 
human beings, it is often surprisingly difficult to 
identify the exact mode of transmission, particularly 
in explosive outbreaks of Q fever, when milk can 
usually be ruled out as a source of infection. In 
his review Marmion’ mentions the eleven outbreaks 
identified in Britain since 1949. The mode of 
infection has been identified with reasonable certainty 
only in two outbreaks, and these originated not from 
animals but from human beings with the disease 
(thought to be a very rare source of infection). In 
other outbreaks the locality and coincidence with 
lambing and shearing have suggested that sheep were 
the source, but the exact route to man is obscure. 
Such a stable organism as R. burneti might be carried 
by several intermediary vehicles, and attention is 
drawn to the isolation of this rickettsia from dust 
in shepherds’ clothes in an endemic area,’ and also 
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from air some distance from the source.'® A. D. 
Evans and T. T. Baird'' have emphasized this 
problem in a description of a recent outbreak of Q 
fever affecting 16 patients in a Cardiff suburb. 
Neither the source of infection nor the mode of spread 
could be identified, but the authors make the interest- 
ing suggestion that the organism may have been 
carried from the placentas of infected cattle by 
mosquitoes. This possibility obviously merits further 
investigation. 

R. burneti will probably continue to turn up in 
unexpected fauna, varying from one geographical 
region to another. But not every aspect of its 
complicated natural history will necessarily affect the 
spread to man. 


FEELING THE COLD 


Some people are unusually sensitive to cold, just as 
others react abnormally to drugs or insect bites. 
Exposure relatively slight cold causes a 
disproportionate response, which may be confined to the 
affected part or may be accompanied by a more general 
reaction. 

The local changes do not differ from those which 
occur in a normal person after exposure to severe cold 

—namely, swelling, redness, and pain in the affected 
area. But the general effect may be altogether more 
dramatic, and can vary from an attack of urticaria to a 
full-blown anaphylactic reaction. The blood pressure 
falls (cold normally causes a rise in pressure as in the 
“cold-pressor test’), the pulse quickens, the subject 
rapidly becomes ill and cyanosed, and perhaps even 
unconscious. This sequence of events probably causes 
some of the fatal accidents that occur among swimmers. 
A cold wind, a cold shower, and the eating of ice-cream 
may also precipitate attacks in the susceptible individual. 
Pepys, for example, is said' to have been a lifelong 
sufferer from cold urticaria, symptoms coming on in 
the autumn. 

The condition is probably commoner than is generally 
supposed, and in most cases the subject is aware of his 
disability, especially if, as sometimes happens, it runs in 
the family. Cases of cold sensitivity may be divided 
into two groups, the disturbance being either 
“constitutional” or secondary to some underlying 
disease. The best known of the latter, though by no 
means common, is co!d haemoglobinuria, which is 
nearly always due to syphilis. The symptoms are due 
to a circulating cold haemolysin, somewhat similar to 
the cold agglutinins found in certain acquired 
haemolytic anaemias. Another example is cryoglob- 
ulinaemia, in which some of the plasma proteins 
precipitate at low temperatures, and which is associated 


Power, D’A., Lancet, 1895, 1, 13*7. 

* Volpé, R., Bruce-Robertson, A., Fletcher, A. A., and Charles, W. B., Amer. 
. Med., 1956, 20, 533. 

* Goldberg, E. E., and Pittman, D. R., Ann. intern. Med., 1959, 50, 505. 

* Lewis, T., Brit. med. J., 1941, 2, 795. 

8 ibid., 1941, 2, 837. 

* ibid. 1941, 2, 869. 
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with myelomatosis, malignant lymphomata, and collagen 
diseases most commonly, though an idiopathic variety 
has been reported.? Both conditions give rise to attacks 
of pain and vomiting, accompanied by cyanosis, 
urticaria, purpura, symptoms like those of Raynaud’s 
disease, and sometimes even gangrene. Both the 
haemolysin and the cryoglobulins may be activated at 
temperatures which are above those of the peripheral 
tissues. Finally, cold sensitivity may arise as the result 
of previous injury by cold—for example, frostbite, a 
typical example of which has recently been reported.* 
This may become an important cause of the syndrome. 

When there is no underlying disease, it is pertinent to 
ask what is the nature of the defect and whether 
anything can be done to protect those affected. These 
patients seem to experience an exaggeration of the 
normal response to cold, which was extensively 
investigated by Sir Thomas Lewis.** If a limb is 
immersed in cold water there is a_ transient 
vasoconstriction followed by vasodilatation, which is 
accompanied by release of histamine. The general 
effects appear to be due to the histamine, since they can 
be prevented by application of a tourniquet to the 
immersed limb.” An excess of histamine would account 
for the features of cold sensitivity, but it may not be the 
whole explanation. Occasional success has followed 
treatment with antihistamines and steroids, and in 
treatment of the constitutional variety good results have 
been claimed for desensitization by daily contact with 
cold water.’ The majority of these patients are able to 
put up with their symptoms, and treatment should be 
considered only for those who are distressed by them 
or whose life is threatened. 


BEHIND THE DEPRESSIVE SYMPTOM 


Last September a symposium on depression was held at 
Cambridge, and now a report on it has been 
published.' From this there appears to be some agree- 
ment that, while depression can appear as a symptom 
in a number of different syndromes, we must separate 
out a distinct clinical entity, usually called psychotic 
depression or melancholia. 

Depression, whether psychotic or not, is the end-result 
of the interplay of three factors—heredity, acquired 
disease, and psychological stress—but the extent to 
which each factor enters into the aetiology of a 
particular case varies greatly. Mental depression can 
occur as a symptom in psychoneurosis, organic brain 
disease, or functional disorders like schizophrenia. 

The importance of recognizing recurrent psychotic 
depression is that it runs a limited course, and if suicide 
can be prevented the patient makes a complete recovery. 
In this syndrome there is typically a positive family 
history, or a history of a previous attack or of excessive 
mood swings, insomnia with early-morning waking, 
anorexia, feelings of guilt and hopelessness, and 
retardation or agitation. The patient's reaction to 
intravenous methedrine is to show an accentuation of 


' University of Cambridge Postgraduate Medical School Symposium on 
Depression, September 21-26, 1959: Preliminary Report, 1959. 
Cambridge University Press. 
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symptoms which contrasts with the abreaction and 
emotional relief manifested by the depressed neurotic. 
For the psychotic patient electroplexy is fortunately 
almost specific, for psychotherapy cannot reach him ; 
when this is contraindicated, anti-depressive drugs may 
succeed. 

With regard to the depressive mechanism, W. Mayer- 
Gross pointed out that melancholia, with its recurrent 
character, is analogous to other physiological cycles 
described by C. P. Richter—especially, perhaps, the 
one characterized by reduced spontaneous activity, 
which occurs in the lower mammals. Such cycles are 
controlled at the diencephalic level. That melancholia 
may be controlled at a centre in the hypothalamus is 
supported by the fact that, as E. Stengel pointed out, 
encephalitis lethargica and also rauwolfia intoxication 
can cause lasting depression associated with Parkin- 
sonism, and the latter is associated with changes in the 
corpus striatum and hypothalamus. 

The patient who is already vulnerable because of 
heredity may become more so through endocrine 
changes, as in women before the menses. Physical 
disease like influenza or a physical trauma may also 
predispose the patient. In addition, certain psycho- 
logical situations can act as precipitating causes. Even 
trifling incidents such as a tooth extraction or a rectal 
examination, which may have a subjective significance 
for the patient, can act as triggers, a fact which under- 
lines the importance of psycho-analytic studies described 
by W. Hoffer. Frustration, loss of a loved object by 
bereavement or jilting, or disgrace and ostracism are 
not infrequent exciting factors. The same type of 
psychological stress can also cause neurotic depression, 
but the retardation and suicidal impulses are absent. 
D. J. C. Dawson and J. M. Roberts both reported 
studies differentiating what R. W. Tibbetts called the 
autonomous (psychotic) from the accessible (neurotic) 
depression. 

C. A. H. Watts said that general practitioners see 
many more cases of the milder depressions than do 
psychiatrists, but he emphasized the importance of 
electroplexy in the psychotic variety. He thought that a 
closer liaison was called for between psychiatry and 
general practice, and this would benefit both groups. 
Certainly if this were achieved the number of attempted 
suicides admitted to general hospitals might be reduced. 


LIVING IN CARAVANS 


There may seem to be a world of difference between 
living at the edge of a virgin forest and living at the 
edge of an industrial suburb, but the features in 
common go some way to accounting for the caravan 
problem in England to-day. People using their caravan 
as a residence usually do so because other 
accommodation is not available near where they want 
to work. And most caravan sites are at the periphery 
of rapidly expanding industrial areas in the southern 
half of England. Troubles arise because frontier life 
is.apt to be rather a makeshift affair. 

In response to public concern about the use of 
caravans as residences, the Minister of Housing and 


Local Government a year ago invited Sir Arton Wilson, 
a retired civil servant, to find out the facts, and his 
report, which is confined to England and Wales, has 
now been published.' The Social Survey of the Central 
Office of Information also carried out an inquiry among 
a sample of caravan dwellers, and their report, from 
which data are incorporated in Sir Arton Wilson’s, is 
published separately.” Sir Arton was not asked to make 
any recommendations, so that his report simply sets 
out facts, together with opinions given to him in 
evidence. As to the facts, the dearth of them on the 
caravanners’ state of health will strike the medical 
reader ; despite a variety of surmises, their health is not 
known to be better or worse than that of house 
dwellers—‘“ There is simply not enough reliable 
evidence.” As to opinions, all organized interests 
agreed that “the existing situation with regard to 
residential caravanning is full of difficulties and dangers 
that call for urgent Government action.” If the health 
of these people is not so precarious as to cause such a 
strong expression of opinion, what does ? 

In the first place the population of residents in 
caravans is large—about 150,000 people in about 60,000 
caravans. They are mostly young adults, sometimes 
with children; and many people, including many of 
the caravan dwellers themselves, would not regard a 
caravan as the best place to bring up a family. 
Secondly, though the best caravans are evidently quite 
desirable residences, many suffer from “poor 
constructional quality and lack of room.” 
Condensation is a nuisance in many caravans ; the risk 
of fire “needs watching”; under a fifth have water 
piped into the vans ; fewer than half of the caravanners 
have access to a bath ; about a half have to carry their 
refuse some distance for disposal. In its evidence to 
Sir Arton Wilson the Society of Medical Officers of 
Health recommended that the Ministry of Housing 
should prescribe minimum standards to cover these and 
other points, including the spacing of caravans and air 
space for their occupants. It also emphasized the need 
to regulate arrangemerts for washing clothes. Thus, 
while the health of caravan dwellers and _ their 
neighbours may not suffer dramatically, it is unlikely 
to be at its best in conditions which often amount to 
substandard housing, and these, as many studies have 
shown, are injurious to health in a variety of ways. 

The urgency and complexity of the problem would 
seem to spring not so much from gross injury to the 
caravanners’ health as from more insidious maladies— 
namely, destruction of open spaces in contravention of 
the Town and Country Planning Act (3,000 contra- 
vening sites out of a total of 13,000 were reported to 
Wilson) ; exploitation of caravanners by some renters 
of sites; and types of caravan being used that are 
unsuitable for residence, causing substandard housing 
with detriment to wellbeing that may not be striking 
but is probably a cause of chronic ill-health. The view 
of general practitioners who have caravan residents in 
their practice would be of interest on that point. At any 


! Ministry of Housing and Local Government, Caravans as Homes. 1959, 
Cmnd. 872. H.M.S.O., London. 5s. 


2 Gray, P. G., and Parr, E. A., A Survey of Residential Caravan Life, 1959. 
3 Brit. med. J., 1959, 2, 296 
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rate, local authorities need greater and more clearly 
defined powers® if the caravan residents themselves as 
well as their neighbours are to be reasonably assured 
of a healthy life. 


TRACHOMA VIRUS 


The virus of influenza is notorious for the variety of 
types with which it presents itself, each with 
characteristic immunological reactions. It now seems 
possible that the virus of trachoma, isolated by Chinese 
workers, as noted in these columns last year,‘ may pose 
similar problems. They will have to be met if 
immunization is to become a practical possibility. 

Utilizing the fact that strains of the virus isolated 
from trachoma patients in different parts of the Middle 
East have proved to be toxic to mice, S. D. Bell and 
colleagues* have compared the effect produced by four 
different strains and found that protection produced 
against one strain was not adequate against the other 
strains. They found that a vaccine prepared from strain 
Egypt 2 gave complete protection against this strain, but 
only partial protection against strains Saudi Arabia 5 
and |, and was entirely ineffective against Saudi Arabia 
2. It is therefore likely that there is specificity for 
each strain separately and an antigenic overlap between 
three of the strains. Whether homologous vaccines of 
different trachoma strains in different parts of the world 
will have to be evolved in any programme of 
immunization against trachoma remains to be 
determined. It may also be found that several different 
strains may exist in any particular locality. 


DEFICIT IN PENSION SCHEME 


No surprise should be felt at the Government Actuary’s 
report on the Health Service superannuation scheme.‘ 
When it was drawn up at the start of the Service, the 
Actuary allowed for normal increments in wages and 
salaries at the scales then laid down, but he did not, 
in fact could not, allow for the increase in the scales that 
followed in the wake of inflation. About £40m. of the 
deficit of £80m. in England and Wales that the Actuary 
has found in the scheme is attributed to the rise in wages 
and salaries since 1948. (For Scotland there is a 
correspondingly smaller deficit of about £5m.) Most of 
the remaining deficit—that is, about £34m.—was built 
into the scheme at its outset by the decision to recognize 
the existing pension rights and expectations of those who 
transferred to the Health Service from _ other 
pensionable services, and by the entry of persons above 
the normal age for taking up employment in the Health 
Service. 

This actuarial deficit in the superannuation scheme 
reflects, of course, the deficit that has been found on a 
wide scale in the National Insurance pension scheme. 
A similar deficit exists in many pension schemes in 
industry. And a few years ago a major political 
controversy was caused when a much bigger deficit, 
which had been accumulating over a much longer period, 


* Brit med. J., 1958, 1, 1529. 
* Bell, S. D., Snyder, J. C.. and Murray, B. S., Science, 1959, 129, 626. 
* Report by the Government Actuary on the N.H.S. Superannuation Scheme, 
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was shown to exist in the teachers’ pension scheme. 
Then, though assuming responsibility for this accumu- 
lated sum, the Government proposed, and eventually 
carried into effect, an increase in teachers’ contributions. 
No increase in Health Service employees’ contributions 
is contemplated for the time being. Instead the 
deficiency will be liquidated partly by crediting the 
superannuation account with a sum that will cover the 
built-in portion of the deficit and partly by adding to the 
employers’ contribution a special supplement of 14% 
of salaries for twenty years. For the time being 
employees will be affected only by not receiving interest 
on the contributions returned to those who leave the 
Health Service before pensionable age. But the scheme 
is due to be investigated again in a few years’ time. If 
a new deficit is then disclosed, and if the outcome of 
the teachers’ deficit is anything to go by, a move to 
increase employees’ contributions cannot be permanently 
ruled out. 


DRUGS FOR PRIVATE PATIENTS 


Answering a question in the House of Commons last 
week, the Minister of Health said the Government had 
no plans at present for legislation to enable private 
patients to obtain their drugs on the same terms as 
N.H.S. patients. The last of many B.M.A. deputations 
to the Minister on this subject came away on June 16 
with the understanding that the administrative difficulties 
had been resolved and that the matter was now one for 
political decision. The Minister's answer last week 
(published on page 1029) shows that the Government is 
hedging. 

In effect the Minister says: If you can show us that 
private practice is dying we will consider, other things 
not being too pressing, doing something to revive it, but 
we will not officiously strive to keep it alive. This 
attitude is gravely disappointing to those who believe that 
the present position is unjust. The present cost of drug 
treatment of some diseases deters many people from 
seeking what they want—the advice of a private general 
practitioner. When the N.H.S. was introduced the 
public was told that any part of it was available to them. 
For over ten years the Conservative Party has reiterated 
its acceptance of this principle. Isn't it time it did 
something about it ? 


SIR MACFARLANE BURNET 


The Royal Society’s award of its Copley Medal to Sir 
Macfarlane Burnet, O.M., F.R.S., honours his great 
achievements in medical research. As director of the 
Walter and Eliza Hall Institute of Medical Research at 
Melbourne, Sir Macfarlane has for many years been one 
of the world’s leading authorities on virus diseases. In 
particular he pioneered researches into the genetics of 
influenza viruses. Latterly he has becn investigating 
relations between the genetic character of cells and the 
immunity reactions in which they take part. This has 
led him to consider cancer' and, more recently, auto- 
immune disease,” in the light of genetic mutation. 


1 Burnet, Sir M., Brit. med. J., 1957, 1, 779, 841. 
? _. ibid., 1959, 2, 645, 720. 
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CORTICOSTEROIDS [IN TREATMENT OF SKIN DISEASES 


Il, LOCAL APPLICATION* 


BY 


F. RAY BETTLEY, T.D., M.D., F.R.C.P. 


Physician for Diseases of the Skin, Middlesex Hospital, London, and 
St. John’s Hospital for Diseases of the Skin, London 


It often happens, particularly in eczematous eruptions, 
that a lesion which is not sufficiently large or disabling 
to justify systemic treatment may derive much benefit 
from the local application of steroids. As a general 
rule, it is chiefly within the eczema-dermatitis group 
that favourable results are to be achieved, and they may 
sometimes be very dramatic. In many cases there is 
an element of bacterial infection, and for this reason 
antibiotics are often incorporated with steroids in 
ointments and lotions. It is to be expected that 
A.C.T.H. will not exert this local effect, since its actiun 
is on the suprarenal and not directly on the skin. 
Cortisone also has no useful local effect when applied to 
the skin surface. Potent local anti-inflammatory effect is, 
however, produced by the application of hydrocortisone, 
9a-fluorohydrocortisone, and prednisolone. 


Presence of Infection 


Many drug houses have their own preparations of 
these substances for local application. Although in 
individual cases one preparation may prove to be better 
than another, .o general there is not much to choose 
between them. In selecting a steroid for local 
application it is more important to consider whether or 
not infection is present, indicating the need for an 
antibiotic, or whether to order a lotion or an ointment. 
Lotions are cleaner to use ; they spread more easily, and 
are therefore more economical. On the other hand, 
ointments are probably more effective. If an ointment 
is to be used, the choice may be made between greasy 
and non-greasy bases. Probably most patients prefer a 
non-greasy base, particularly for ambulant treatment, 
but elderly patients are usually better when given an 
ointment with a greasy base ; this also applies to patients 
with Besnier’s prurigo and the allied forms of flexural 
eczema with which hay-fever and asthma are sometimes 
associated (atopic eczema). 

When an antibiotic is incorporated in a steroid 
application, it is best to use an antibiotic with the widest 
antibacterial range, and one which is not likely to be 
required for systemic administration. Neomycin is the 
one most used for this purpose. 

The local application of steroids is seldom harmful ; 
with hydrocortisone, even when it is applied to large 
areas in high concentration, no evidence of systemic 
effect can be detected. The similar application of 
fluorohydrocortisone may be followed by some evidence 
of systemic action; this is observed only when large 
areas of skin are treated and the systemic effects are 
slight. Though these effects are of some academic 
interest, they seldom have a practical significance. 

Occasionally an eruption becomes worse after the 
application of steroids, but in these rather rare cases 


*Part I appeared in last week’s issue. 


the aggravation is more likely to be due to the vehicle 
than to the active ingredient. Antibiotics carry the 
risk of sensitization. and it is therefore better not to use 
them unless an infective element is clearly present. 
With very few exceptions, therefore, the only 
contraindication to local therapy is the high cost of 
these substances. This is a consideration which should 
not be despised, for the price of steroid treatment is 
very high: 1% hydrocortisone ointment costs about 
200 times as much as the same weight of zinc cream. 


Unpredictable 

The local anti-inflammatory effects of the steroids 
have not proved entirely predictable. For example, 
their ineffectiveness in psoriasis remains unexplained 
and their value in relieving the itching of “ essential” 
pruritus ani is difficult to understand. Because of this, 
though experience has made fairly clear by now what 
results are to be expected, it is still often justified to 
make a trial of steroid applications as a therapeutic 
experiment. There are certain reservations to this: 
first, that the old-established and cheaper applications 
should be tried first ; and second that, if the steroid is 
continued over a period of several weeks, repeated 
attempts shouid be made to substitute a weaker 
concentration or a cheaper non-steroid application. 
The latter proviso is made because it often seems that a 
lesion which at first would respond only to steroid will 
often be found later, especially after some improvement 
has taken place. to do just as well on simpler remedies. 
Third, a tria) of this sort need last only about a week ; 
a steroid arplication, if it is going to do good, will 
produce convincing benefit within a few days. If it 
does not do this, it may as well be abandoned. 

Finally, there are many common dermatoses in which 
local steroid treatment has already been thoroughly 
explored and found to be unhelpful, so that further 
therapeutic trial is likely to be only a waste of money. 
In this category fall all cases of acne vulgaris, all kinds 
of baldness, including alopecia areata, ringworm 
infections, psoriasis, impetigo, warts, and vitiligo. No 
doubt benefit is occasionally seen in individual cases, 
but this is attributable to the natural progress of the 
disorder or to other factors such as the emollient 
property of the ointment base. One is apt to forget how 
astonishingly well some patients improve with simple 
local applications. 


Variation in Susceptibility 


Before we consider the disorders in which steroid 
applications are likely to be helpful, mention may be 
made of the variation in susceptibility of different parts 
of the body to this form of treatment. Eruptions on the 
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face and neck are very easily influenced, lesions 
around the eyelids especially. The skin of the 
anogenital region also responds readily. A comparable 
eruption on the hands and feet may be much more 
difficult to influence, and indeed on the extremities 
steroid treatment has comparatively little to offer. 
The ointment or lotion may be applied very sparingly 
and should be well rubbed in. Twice-daily applications 
are often sufficient, but occasionally better results 
follow thrice-daily use. More frequent or liberal 
applications do not seem to have any advantage. The 
treated part may be covered with a dressing if friction 
from clothing is likely to remove the steroid, but 
otherwise it may be best not to cover the area. 


Eczema-— Dermatitis 


ix should be emphasized that in the proper 
management of these cases the identification of the 
causal mechanism should be the first step. If this can 
be removed or successfully treated a quick recovery 
can be expected. The suppression of symptoms with 
steroids should not lead to neglect of this important 
principle. 

When systemic treatment is strongly contraindicated 
in cases of generalized dermatitis local treatment with 
hydrocortisone may be considered. There are not many 
cases, however, where the expense can be justified, for 
it is possible to spend a few pounds daily in this way. 

In cases of localized eczematous eruption, whatever 
the origin, hydrocortisone lotion or ointment is likely 
to bring benefit. Most often the 1% strength is used, 
but in some severe or resistant cases 2% ointment may 
be preferable ; there are other cases in which 4% or 4% 
is adequate. 

Intertrigo and the intertriginous eruptions of the kind 
usually called seborrhoeic or infective eczematoid 
dermatitis and which particularly affect the ear region, 
the axillae, and the groins, are difficult to treat and 
may do very well with a combination of antibiotics and 
steroid. 

Atopic Eczema 

Steroid applications are the most effective in infantile 
eczema and in the atopic dermatitis of older subjects. 
Because of the chronicity and the large areas to be 
covered, it is customary to retain tar ointments as the 
routine treatment and to use steroids for the worst 
phases, particularly about the face and neck. A 
combination of tar and steroid may be valuable here. 
These cases nearly always do best with a greasy 
ointment base. 


Localized Pruritus 


Pruritus vulvae and pruritus ani are usually greatly 
benefited by steroid ointments or lotions. The effect 
of the steroid tends to be transient, and itching often 
returns within a day or so if treatment is stopped. This 
is indeed the treatment of choice for those cases of 
perineal pruritus without any primary visible eruption 
or other primary disease. Twice-daily application 
should continue, although itching has ceased, over a 
period of several months. An antibiotic may be 


indicated if secondary infection is present. 

Otitis externa also will usually respond well to the 
local application of steroid ointment, continued over 
several months in order to avoid relapse. 


ACCIDENT SERVICES 


AUTUMN MEETING OF BRITISH ORTHOPAEDIC 
ASSOCIATION 


[FROM A SPECIAL CORRESPONDENT] 


A symposium on Britain’s accident services was the 
main feature of the 4Ist mecting of the British 
Orthopaedic Association, held under the presidency of 
Mr. NorRMAN CaPENER at the Royal College of Surgeons 
on October 23 and 24. The discussion was based on the 
association’s recent memorandum on accident services, 
and the problem was approached from the admini- 
strative, legal, and medical aspects. 


Type of Service 

Dr, C. T. MAITLAND (formerly of the Ministry of Health) 
said he did not favour isolated accident services, but 
thought they should form part of the general medical 
service. The problem of providing adequate accident cover 
throughout the country was difficult. During the war the 
mode of dealing with injuries changed. Centres were set up 
for dealing with special types of injury, such as those 
involving the head or chest, or for injuries requiring plastic 
surgery, to mention a few. Whereas this system was efficient 
in time of war, it tended towards over-specialization in peace. 

At present much good work was being done at local 
centres, but no overall system for accident treatment had yet 
been devised for the whole country. Such a service 
presented many difficulties. It would be difficult to get a 
high standard of treatment everywhere. The Registrar- 
General's figures showed that injuries were more frequent 
in rural than in urban areas, and whatever form of accident 
service was proposed it must take into account this dispersal 
of population. It was simple to devise a service for the 
large centres but hard to know what to do at the periphery. 
The position was complicated by the fact that many parts 
of the body might be involved, and an accident service 
must be capable of dealing with every contingency. 
Orthopaedics alone could not do this. If life was to be 
saved in cases of serious injury the facilities for so doing 
must be available for 24 hours of each day in the areas 
where accidents were most common. Reorganization would 
inevitably cause some doctors inconvenience, but change 
must come, It would be wrong to turn the central accident 
units into great emporia for the mass treatment of injuries. 
It was better that they should become centres for the training 
of those who must do the bulk of the work at the periphery, 
where more use should’ be made of the smaller hospital and 
even of the cottage hospital. 


Legal Position 

Mr. NORMAN J. SKELHORN, Q.C., discussed some of the 
legal problems which may beset an accident service. He 
said that the legal position of the junior medical staff must 
receive consideration. Accidents often gave rise to severe 
and multiple injuries, and the assessment of their gravity and 
extent called for greater experience and more specialized 
training than a recently qualified house officer could be 
expected to have. It was true that he could seek the 
assistance of his seniors, but, quite apart from the question 
of such assistance being immediately available, this presumed 
that the junior medical officer was able to recognize the 
possible significance of the signs and symptems, and the 
potential severity of the injuries might call for greater skill 
than he possessed. While appreciating that all cases could not 
be treated by senior members of the staff, and recognizing 
the difficulties in providing detailed supervision, Mr. 
Skelhorn felt there was at present a tendency to cast upon 
the newly qualified and comparatively inexperienced doctor 
greater responsibility than he could bear. 

The law had to hold a balance, on the one hand, between 
the right of the patient to skilled and competent treatment, 
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and, on the other, the legitimate safeguards to which doctors 
were entitled so as to ensure that, if reasonable care and 
competence were shown, they could carry out their duties 
without fear of litigation. In accident cases the patient 
could not usually select the hospital to which he would be 
taken, but he was entitled under the law to expect that 
those administering the hospital should have made certain 
that there were available properly qualified staff, possessing 
reasonable competence and skill, and that there should be 
available the facilities and equipment necessary for his 
treatment in accordance with recognized standards. Similarly, 
from the doctors he was entitled to receive the care and skill 
of the ordinary medical practitioner—no more and no less. 
It was important to remember that it was no defence to a 
charge of negligence that the particular house officer was 
insufficiently experienced to perform his or her duties, 

It was true that the practitioner had to learn his job 
largely by experience. But it was necessary that proper 
provision should be made for the adequate supervision of 
the novice so that his experience was not gained at the 
expense of the patient. The competent practitioner must 
know when a case was beyond his skill, and thereupon it 
became his duty to call in a more skilled person, or to 
order the patient’s removal to a hospital where the special 
skill was available. If he did this he would have no fear 
of subsequent proceedings. It was of great importance not 
only for the profession, but also in the long view for the 
public, that surgeons and doctors should be able to make 
decisions boldly and courageously without fear of the 
spectre of litigation. 

Referring to free legal aid, Mr. Skelhorn said that there 
was considerable feeling in the medical profession that it 
had increased the number of unjustified claims. However, 
legal aid committees could not prejudge a case; they could 
only decide on the facts before them whether or not a 
case had a chance of success. It must also be borne in 
mind that no case could succeed in court unless the 
plaintiff's claim was supported by some member of the 
medical profession. He thought it was greatly to the credit 
of the profession that eminent doctors or surgeons were 
prepared fearlessly to support proper claims and to expose 
negligence, and it would be a sorry day for the profession 
and the public if this ever ceased to be so. 


Casualty Departments 


Mr. LipMANN Kesset (London) presented the point of 
view of the orthopaedic surgeon. Road accidents were the 
endemic disease of this generation, he declared. Last year 
in Britain 6,000 people were killed on the roads and 70,000 
seriously injured. Each day 45 people were killed—24 in 
the home, 16 in travel, and 5 at their place of work. The 
problem of preventing accidents was complex and involved 
central government policy, but orthopaedic surgeons had 
a special responsibility in providing a medical service for 
the victims. Mr. Kessel then considered three aspects of 
this problem: casualty departments, the dissemination of 
casualties among many hospitals, and specialist responsi- 
bility for treatment. 

The generally low standard of casualty departments had 
been described as the greatest weakness of the hospital 
service and the cause of much unnecessary suffering and 
great economic loss. He believed that the time had come 
when the casualty department as we had come to know it 
should be abolished. The time had passed when casuals 
and casualties could be treated in the same department. 
Orthopaedic surgeons should join with their general- 
practitioner and general surgical colleagues in replacing the 
old casualty departments by up-to-date emergency receiving 
centres, staffed by men with the immediate backing of 
registrars and consultants, as part of the in-patient 
departments of the hospitals. The British Orthopaedic 
Association’s Memorandum on Accident Services stated that 
“a fundamental defect of the present system was the 
diffusion of injured patients among hundreds of hospitals.” 


This was a most important defect in the present 
arrangements, particularly in the big centres such as London, 
where the reception and treatment of casualties had developed 
with little plan. Instead of the 100 or more small hospitals 
accepting casualties as at present, it would be wiser to have 
fewer, well-equipped centres which could provide a 
thoroughly efficient 24-hour service. It was debatable 
whether the unit should be an accident unit or an emergency 
unit. This was a point which orthopaedic surgeons should 
discuss with their colleagues in other specialties. Although 
most patients attending accident departments were ortho- 
paedic, he did not feel that orthopaedic surgeons should 
automatically claim to lead the teams: the leader should 
be the person most suitable at the time, whatever his 
specialty. 

Widespread improvements in the accident services were 
urgently needed, not only for the present, but also for the 
future. The Ministry of Health was aware of the urgency, 
and there could no longer be any justification for further 
delay. Why should orthopaedic surgeons have to work in 
nineteenth-century conditions? And why should the 
public accept casualty services often fifty years out of date ? 
In Lowden’s words: ‘“ We may not be able to afford it. 
but can we afford not to have it ?” 


Discussion 


In the subsequent discussion Sir Harry  PLaTi 
(Manchester) said that Dr. Maitland had emphasized the 
periphery. The general practitioner could not do this work 
unless suitably trained and suitably remunerated. In view 
of the fact that most accident work involved bones and 
joints the orthopaedic surgeon was, by virtue of his training, 
best suited to be the leader of the team. Professor MERLE 
p'AUBIGNE (Paris) said the problem in France was the same, 
and emphasized that teaching was the key to the problem. 
Professor BRYAN MCFARLAND (Liverpool) said that, if the 
treatment of the patient was to be satisfactory, all doctors 
must have adequate pre-registration training in treating 
trauma, and the casualty officer must have a proper status 
in the hospital. 

Mr. R. H. MeTCALFE (London) agreed that there were too 
many hospitals taking in accidents. Some of the smaller 
ones were already refusing to do so. There should be 
special centres for treatment of certain conditions, to which 
patients could be referred for special treatment from the 
main accident centre. 

Mr. R. I. Stirvinc (Edinburgh), emphasizing that Scotland 
was a very diffuse area, said he was opposed to the 
development of special accident hospitals. It would be 
much better to have the accident unit in the general hospital. 
Mr. H. H. LANGSTON (Winchester) said that in his area there 
was an uneven distribution of accidents, but this difficulty 
had been overcome by instructing the ambulance teams to 
take the patients to certain hospitals only. Mr. J. N. 
WiLson (London) said it was essential to have adequate 
consultant cover. Special centres should be established in 
the big cities and the surgeons should be on a rota system. 


The Mental Deficiency Subcommittee, British Medical 
Association (New Zealand Branch) has recently issued a 
booklet called The Mental Deficiency Services : an Analysis 
of Existing Policy and the Community's Requirements which 
strongly criticizes the Aitken Report (Jntellectually Handi- 
capped Children. Report of a Consultative Committee to 
the Minister of Education, Wellington), which was published 
in 1953, and which is now the basis of official policy on 
the subject in New Zealand. “This document,” says the 
subcommittee, “is out of touch with contemporary ideas 
and contains an erroneous and extreme over-emphasis on 
institutional care, its recommendations for which, in face 
of the size of the problem, are impracticable. The type 
of institutional arrangements it advises is antiquated and 
it appraises remedial methods too pessimistically.” 
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To-day’s Drugs 


With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Daptazole (Aspro-Nicholas).—This is amiphenazole and 
is chemically 2-4-diamino-S-phenylthiazole hydrochloride. 
Its structural formula is as follows: 


NH2—— C ——NH2-HC! 


\ 7A 


Amiphenazole is a very non-toxic stimulant of the central 
nervous system, particularly stimulating respiration. In 
dogs narcotized to the point of unconsciousness with 
morphine or a mixture of morphine and hyoscine, this drug 
given intravenously in a dose of 20 mg. per kg. brings the 
animals to a state of complete wakefulness within about 
two minutes. Animal experiments also show it to be very 
effective in relieving the respiratory depression caused by 
excessive doses of morphine, heroin, papaveretum, 
pethidine, methadone, and nalorphine; it increases the 
depth rather than the rate of respiration. 

In man it has the same actions as have been observed 
in the animal experiments; as much as 0.6 g. can 
be given over a period of two hours without toxic effects 
being seen. It appears sometimes to antagonize the 
vomiting and usually also the constipation associated with 
morphine, but has only very little effect on the analgesic 
actions of morphine. Unlike nalorphine, it does not 
provoke withdrawal symptoms in patients already receiving 
morphine. It can be given orally, intramuscularly, or 
intravenously. 

Therapeutic uses of amiphenazole are as follows : 


(1) With bemegride in the treatment of acute poisoning by 
barbiturates, primidone, and glutethimide (see “ To-day’s Drugs 
in Journal of September 26, p. 576). 

(2) In the treatment of acute poisoning by morphine, heroin, 
pethidine, papaveretum, methadone, and nalorphine. Here 15 mg. 
is given intravenously every 5 to 10 minutes until the patient 
recovers. 

(3) In the treatment of newborn babies suffering from apnoea 
due to morphine. Amiphenazole 3 mg. in 1 ml. of sterile water is 
injected into the umbilical vein and the solution squeezed along 
the umbilical cord towards the infant. A regular gasping 
respiration usually occurs within 30 to 60 seconds of the injection, 
followed soon afterwards by normal respiration. No adverse side- 
effects have been reported. 

(4) In the treatment of respiratory failure in chronic bronchitis. 
When emphysematous patients develop a_ chest infection, 
respiratory failure may occur, with carbon-dioxide retention and 
poisoning. In this condition 150 mg. amiphenazole can be 
injected intravenously every hour for as long as necessary. In 
addition to stimulating the brain and making the patient cough 
it causes nausea, which helps to get rid of the sputum. It seems 
to be a very effective drug in this condition and thought by some 
clinicians to be better than nike: hamide 

(5) It can be used to allow the administration of large doses of 
morphine in cases such as terminal carcinoma, and may possibly 
reduce the development of tolerance when morphine has to be 
given for a long time. The principle of treatment consists in 
giving increasing amounts of morphine in 15-mg. (}-gr.) increments 
accompanied by 25 mg. of amiphenazole over a period of one or 
two days until the desired analgesia is obtained. The initial 
doses are given by intramuscular injection (or intravenous 
injection if rapid relief is required), while subsequent treatment 
consists in giving 20 mg. or more of amiphenazole by mouth at 
the same time as the injection of morphine. The aim is to 
produce analgesia lasting for 6 to 8 hours while at the same 
time keeping the patient alert and his respiration as near normal 
es possible. When giving large doses of morphine—e.g., 14-3 gr. 
(100-200 mg.)}—it may be necessary to give up to 60 mg. of 
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amiphenazole with each injection of morphine to obtain the 
desired effects. 

There are no pharmacological contraindications to the 
use of amiphenazole simultaneously with such drugs as the 
barbiturates, chlorpromazine, or hyoscine. The toxicity of 
amiphenazole seems to be exceedingly low, and only 
occasionally with very high doses slight twitchings of the 
fingers, shoulders, and neck appear. 


N.H.S. Basic Price.—20-mg. tabs., 100 for 12s. ; 30-mg. 
phials, 6 for 18s. 4d.; 150-mg. phial, 3s. 4d. 


Correspondence 


Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Reports on Hospital Mishaps 

Sir,—l was interested to see a report in your medico- 
legal column (Journal, October 10, p. 701) of the case of 
Reginald Patch v. The Board of Governors of the United 
Bristol Hospitals. As Mr. Patch was a patient of mine, 
I have read with interest the various reports that have 
been made on the case. 

Your legal correspondent cited a report of the case in 
The Times, where—as it seems to me—an important 
aspect of the case was not reported. This aspect was 
the question as to whether or not documents prepared 
in anticipation of possible litigation were in fact 
privileged ; and it became necessary during the action 
to test for the first time this point, and hence the value 
of the Ministry’s Instructions to Hospitals (H.M.(55)66, 
of July 7, 1955) that, when any untoward incident occurs 
during the treatment of a patient, all those concerned 
should immediately write a report, to be forwarded to 
the hospital solicitors. 

In this case, every person concerned made a report 
within seven to ten days of the incident occurring, so 
that when the case came up for hearing two years later 
we could all refresh our memories. Counsel for Mr. 
Patch questioned the assertion that these documents, 
prepared in anticipation of possible litigation, were in 
fact privileged, and after legal argument Mr. Justice 
Streatfeild ruled that such documents were privileged 
from disclosure just as they would be privileged if made 
for the purpose of litigation already begun. This point 
is most important, as it affects everyone working in the 
Health Service. It is perhaps necessary to stress this 
point, as it has been brought to my notice that in fact 
some medical men have been unwilling to prepare a 
statement when some misadventure has occurred, as in 
their opinion the preparation of such a statement would 
appear to reflect on their treatment of the patient. This 
of course is not the case, and there is little doubt in the 
minds of those who had to deal with this particular 
case that the speedy preparation of these privileged 
statements helped very materially in the satisfactory 
outcome of the case.—I am, etc., 

Bristol. 8. M. P. McCorMack. 


Conspicuous Hearing-aids 


Sir,—Doctors are asked to avoid costly proprietary 
drugs where preparations from the National Formulary 
of equal efficacy are available. But it is not suggested 
that they should use appliances or preparations if 
inferior to their proprietary equivalents. Unfortunately 
the same criterion does not apply to hearing-aids. 
Compared with recent models, the outdated, bulky 


@ 
c s 
4 
4 
¥ 
ihe 
i 
4 


=O we 


oo 


_Nov. 14, 1959 CORRESPONDENCE MepicaL JOURNAL _ 1019 
N.H.S. apparatus strikes one as archaic. Apart from most instances there would be clear-cut majority views. 


sound reproduction, they are also inferior aesthetically 
and in their psychological effect. 

Hearing is a higher physio-psychological process. 
Perception of sounds without integration and assimila- 
tion is useless. “* Understanding ” of speech, apart from 
attention, requires a high degree of mental relaxation. 
Tension and anxiety produce a shrinkage of the 
perceptual field and hence in apperception. The young 
woman who conceals a minute hearing-aid in her hair 
or in hearing-spectacles can relax, as she remains 
inconspicuous. Her counterpart wearing an eye- 
catching ear-piece, with a cord dangling and a bulky 
hearing-aid concealed on her person, can hardly relax. 
Conspicuous hearing-aids proclaim deafness from afar 
and not only unnerve the wearer but instantly induce a 
change of attitude in the public. Some people begin 
to shout, often right into the deaf person’s inert ear- 
piece, which they erroneously believe to be a micro- 
phone ; others avoid deaf persons altogether, increasing 
their feeling of loneliness and frustration. 

For the young and active, effective and unobtrusive 
hearing-aids are of vital importance, although the 
elderly benefit by them, too. Many a depressive illness, 
no matter what its aetiology, is aggravated and often 
precipitated by social isolation due to deafness. 
Paranoid ideas of all degrees, stemming from a feeling 
of insecurity and helplessness, are common among the 
hard of hearing, and the percentage of true paranoiacs is 
known to be greater amongst the deaf.'' An increasing 
number of sufferers are helped by mobilization of the 
stapes and fenestration, but too many have still to rely 
on hearing-aids. Many of my patients who were given 
hearing-aids for psychological reasons have discarded 
them; some because of their obtrusiveness, which 
“ear-marked” them as deaf, others because of 
unnerving “clothes rub” due to the microphone’s 
friction against garments under which the apparatus 
was worn. Some with severer hearing loss did not wear 
them long enough to benefit, but might have persisted 
in their effort to relearn to hear, were this task not 
connected with such an ordeal. Thus too often the 
N.H.S. hearing-aid proved no more than a waste of time 
and of public money. Hearing-aids play an important 
role in therapy and prophylaxis of mental health. 

I think the time has come to adopt one of the minute 
transistor models, worn at ear level, for mass 
production. This will solve the plight of thousands who 
are unable to pay for the costly, yet highly effective 
modern aids. This would give them a new lease of 
life.—I am, etc., 


Pastures Hospital, 
Mickleover, Derby. 


D. H. Ropscuitz. 


REFERENCE 
' Brodschéll, B., and Strotzka, H., Arch. Psychiat. Nervenkr., 
1957, 196, 241. 


The Wolfenden Report 


Sir,—Mr. Kenneth Walker's letter (Journal, October 
31, p. 883) relating to the Wolfenden Report draws 
attention to the wider question of the failure of both 
the profession in general and our Association in 
particular to face up to current moral problems. This 
was particularly noticeable in the case of the debate 
and subsequent report on A.I.D. The discussion of 
problems having large or preponderant moral aspects 
inevitably arouses strong feelings, and their nature 
almost inevitably precludes unanimous decisions. 
Nevertheless, it is to be hoped and expected that in 


I would submit, Sir, that it is our duty as a learned 
profession, and more especially as people who are 
privileged to come into more intimate contact with our 
fellow men than any other such body, to ascertain and 
express our opinions on such problems. Furthermore, 
by doing so we would be seen to be more interested in 
the welfare of mankind and of society than in our 
sectarian interests. How frequently in recent years we 
have found the opposite being represented as the truth ! 
Courage is needed to carry this out, but our profession 
has never lacked this in the past. Free and full debate 
of such subjects followed by unashamed publicizing of 
majority views would in the long run undoubtedly 
enhance our standing and help further to establish our 
position of a highly respected profession in the eyes of 
the public. 

Let me remind you of the words of the minister of 
the High Kirk of Edinburgh in his sermon (Supplement, 
October 10, p. 113) at the B.M.A.-C.M.A. Service last 
July: “ All this must mean a revolution in thinking and 
in outlook ; it could lead to an exploration far outside 
the limits of accepted professional training. Not only 
psychology and social health, but morals and religion 
are your growing concern.”’—I am, etc., 

Churchdown, Gloucester. H. G. Dower. 

Sir,—I would like to emphasize the remarks made by 
Mr. Kenneth Walker (Journal, October 31, p. 883) in 
the above connexion. Recently I was sitting in the 
assize court with the recorder when a charge of a 
homosexual nature was being heard. The defendant 
was a man of previously good character, married, with 
a family, occupying a respected position as a well- 
known local tradesman. Obviously his conduct was 
antisocial and must be dealt with as such, but his own 
personal position was pathetic in the extreme. If such 
a lapse from normal moral standards can be in any 
way attributable to temporary physiological causes and 
upsets—as seems possible under modern trends of 
thinking—ought this not to be definitely more a case 
for our own profession than the law—at all events 
primarily ? 

The mental distress of such an individual and the 
damaging outlook to his future are surely worth 
consideration, and means ought to be found to avoid 
appearance in court. We all know this, of course, but 
has not the time arrived when as a profession we ought 
to assert ourselves more actively? The ideal, of 
course, is a combination of Law and Medicine, just as 
in ordinary illness a combination of the Church and 
Medicine is often so invaluable.—I am, etc., 

Middlesbrough. HAROLD WALKER. 


Herpes Zoster and Paralytic Meus 


Sir,—I was very interested in Dr. L. H. Cane’s letter 
(Journal, October 31, p. 887) recording an example of 
paralytic ileus following herpes zoster. In 1952, while 
working in the Department of Virology at Harvard 
University, I was investigating the cytopathogenic effects 
of herpes simplex virus on fibroblasts and epithelial 
cells in tissue culture. In order to test for the presence 
of the virus in various culture fluids, it was necessary 
to inject mice intracerebrally with varied dilutions of 
these fluids, the later development of histologically 
proven herpetic encephalitis demonstrating the activity 
of the virus. At the same time in a large number of 
other mice I injected the fluids intraperitoneally, and a 
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high proportion of these died about 13 days later, 
without signs of encephalitis, but with grossly distended 
abdomens. On examination it was seen that there was 
a massive paralytic ileus in each case and herpetic 
inclusions were demonstrated histologically, not only in 
the cells of the walls of the intestine but also in the 
lateral horns of the spinal cord in the appropriate 
segments. It seemed that the herpes simplex virus had 
been transmitted from the peritoneal cavity to the spinal 
cord, and that this was at least accompanied by, if not 
the causative factor of, a fatal paralytic ileus. 

This may, of course, be well known to virologists, but 
in purely clinical practice it is a commonly experienced 
fact that herpetic eruptions may occur in the related 
skin area when sensory roots or root ganglia receive 
insults of varying sorts. This is seen in the facial herpes 
following trigeminal root section, which resembles 
herpes febrilis, and in the theracic or abdominal herpes 
which occasionally follow spinal trauma, epidural 
metastases, etc.—these resembling herpes zoster. It is 
thought that these represent a lighting-up of latent 
herpetic virus activity by a non-specific stimulus. 
Whereas, as Dr. Crane says, ileus is a very unusual 
complication of herpes zoster, yet I wondered at the time 
of this investigation whether it might be feasible that 
some of the cases of severe paralytic ileus mysteriously 
developing after surgical operations might be due to the 
lighting-up of latent herpetic virus affecting only the 
autonomic nervous system and so not producing skin 
eruption.—I am, etc., 


Birmingham, 15. EDWIN R. BICKERSTAFF. 


Sudden Death in Childhood 


Sir,—For some time I have been interested in the 
subject of death from obscure causes in infancy, and 
recently through the kindness of Dr. Keith Bowden, of 
Melbourne, was afforded an opportunity to examine a 
series of histological slides prepared from such cases. 
! observed that in many instances the liver showed an 
advanced fatty metamorphosis. It occurred to me that 
the syndrome that I have described' to explain fatal 
post-decompression shock in aircrewmen might apply 
here and that in the unexplained cases the cause of death 
could be spontaneous fat embolism. Further, I have 
observed whilst perusing other post-mortem material 
that the same syndrome would appear to be associated 
with deaths that follow operative procedures around 
fatty livers.—I am, etc., 

Melbourne, Australia. W. L. 
REFERENCE 
' Rait, W. L., U.S. armed Forces med. J., 1959, 10, 799 


Safety Harness for Car Occupants 

Sir,—-The American Medical Association has recently 
asked its Congressional Sub-Committee to compel the 
automobile industry, by law, to design its cars for safety. 
It lists the safety features it recommends.' This action 
is not surprising, for road traffic accident deaths now 
number 40,000 annually, and serious injuries over 14m. 
in the car-conscious United States ; the majority concern 
car occupants. Yet it will be difficult indeed to move 
the automobile industry of America or of this country 
along such lines. The buying public demands cars that 
are more exciting to drive and to look at than last year’s 
models, and more economical to run. Indeed, worth- 


while safety features in one year’s models are often 
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absent in the next, and dangerous knobs, sharp edges, 
and other gadgets appear inside and outside to give the 
new model a more exciting look. 

What then of safety harness that can be fitted to any 
car and prevent its occupants from being thrown about 
in their enclosed metal box? The main causes of death 
and serious injury to drivers and car occupants are from 
head and thoraco-abdominal injuries resulting from 
violent contact against the dashboard, windscreen, 
steering-column, and the roof, as car occupants are 
ejected from their seats after a head-on collision, side 
swipes, and overturning. A safety harness for lap and 
shoulders, anchored firmly to the floor or chassis, of a 
material capable of withstanding loads up to 5,000 Ib. 
2,268 kg.) is the obvious protection against such move- 
ment. It is readily available. Why then is such a 
harness not more commonly used, particularly by 
medical men and their families in this country ? 
Perhaps it is thought that the harness will be uncom- 
fortable to wear and too much of a nuisance to put on 
and take off. The complete harness is remarkably 
comfortable to wear; it ensures that one sits properly 
in the seat, getting the maximum support to the back. 
Back discomfort after a long journey is to me now a 
thing of the past. Lap straps and shoulder straps of the 
rucksack type are not noticeable. Putting on the 
harness .s a considerable fiddle for the first few days, 
and then becomes automatic. Taking it off is no 
trouble at all with its quick-release buckles. One 
interesting and unexpected side issue to wearing the 
harness is that it prevents the driver from moving round 
looking for his maps, matches, or cigarettes, or turning 
to talk to his back-seat passengers while driving. I was 
surprised to learn how often I did these things. Safety 
harness alone is a considerable contribution to the safety 
of its wearer, his comfort, and his driving behaviour.— 
I am, etc., 


Birmingham Accident Hospital. WILLIAM GISSANE. 


REFERENCE 
* J. Amer. med. Ass., 1959, 170, 2104. 


Phenacetin and Methaemoglobinaemia 


Sir,—I have recently seen two elderly patients 
suffering from methaemoglobinaemia attributable to 
phenacetin. Both hdd been taking “full” doses of 
tab. codein. co. B.P., one for years, the other for a 
fortnight ; kidney function was suspect in both. I have, 
this week, heard of a third such patient. 

The B.P. dose of 5-10 gr. (0.32-0.65 g.) phenacetin 
is easy to exceed, for the drug is contained in some 
common compounds which may be purchased without 
prescription and taken simultaneously. “ Yeastvite,” 
for instance, is advertised as a tonic. 


Dose of Phenacetin per Tablet 


Preparation 
Grains | Milligrammes 

Tab. codein. co. B.P. YU a 

Phenacetin and caffeine B.P.C. 4 260 
Veganin ” 3-86 250 
Tabs. A.P.C., B.P.C. 

» aspirin and phenacetin B.P.C P 2:5 | 162 
Yeastvite 
“ Anadin” 130 


“ Phensic ” stated to be 20° of tablet weight. 


It is probably wise to avoid phenacetin, especially 
where renal function is reduced.—I am, etc., 


Public Health Laboratory, M. E. M. THOMAS. 


Edmonton, London, N.9. 
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Temporary Paralysis after Polio Vaccine 


Sir,—In the flooding stream of literature covering the 
subject of poliomyelitis vaccination these days, the 
safety of the vaccine has been always stressed. I should 
like to report this unhappy experience which happened 
to my own infant after polio vaccination. 


Last July, when he was 10 months ald, he was given | ml. 
of the formaldehyde inactivated polio vaccine subcutaneously 
in the left arm (Salk type, prepared by Eli Lilly & Co.) in 
the child-welfare clinic in Edinburgh, on a Wednesday 
morning. Next Friday he had anorexia and felt fatigue, 
cried continuously all the night, vomited twice, and had 
a mild pyrexia, 99.6° F. (37.6° C.) rectally. On Saturday 
morning we noticed that he could not move his right arm 
at all, and the muscles were tender on palpation. We 
immediately took him to the family doctor, who suspected 
the diagnosis of polio, and transferred him to hospital. 


' There he was seen by the consultant paediatrician, who also 


strongly suspected polio. He had no fever then, no general 
constitutional symptoms, and examination of the nervous 
system showed a complete paralysis of all the muscles of 
the right upper limb, of a lower motor neurone type, with 
complete loss of deep reflexes. A lumbar puncture was 
performed, and revealed normal findings (under normal 
tension, clear, proteins 20 mg., cells 5 “ lymphocytes,” and 
normal chlorides and sugar). His erythrocyte sedimentation 
rate was 2 mm./hour. The infant remained all right in all 
aspects except for the complete immobility of the right arm. 
The tenderness of the muscles gradually diminished, and on 
Monday he began to use his arm. Within the next three 
days movement rapidly recovered in the previously paralysed 
limb, though it remained weaker than the left arm for about 
a month, and now there is no difference in tone, motor 
power, or reflexes between both arms. 

The exact explanation of this episode of temporary 
paralysis is not clear. Its close association with the 
vaccination seems to show a definite relationship to it. 
The fact that the cerebrospinal fluid was normal tends 
to exclude a true infection ; and the occurrence of the 
paralysis in the contralateral arm is contrary to what 
might be expected. Such a condition may be explained 
by some local reaction in the same segment of the cord 
as that of the site of the vaccination. The doctor in 
charge of the child-welfare clinic could recollect only 
one similar case among 15,000 infants vaccinated : 
though she could remember about 40 or 50 cases of 
meningeal irritation following the polio vaccination. Of 
course I did not give him the second dose of the vaccine, 
and I am not sure whether this is right or not. 

I wonder if anybody has encountered a similar 
condition before, and I should be very grateful if some 
specialist on this subject could offer an explanation of 
what happened and his advice as regards further 
vaccinations.—I am, etc., 


Springfield Hospital, 
Grimsby. 


M. S. SABourR. 


Frog Breathing 

Sir,—Your annotation on glossopharyngeal breathing 
(Journal, October 17, p. 749) will most usefully spread 
knowledge of this technique which has proved of such 
great benefit to patients with permanent respiratory 
paralysis. Unfortunately the last paragraph subscribes 
to a misunderstanding which is occasionally encountered 
and which may deprive of the advantages of G.P.B. 
just those patients who are most in need of its help—viz., 
those who because of their tracheotomies cannot learn 
the technique, either because of technical difficulties in 
obtaining a reliable airtight stoma or because of 
irritation of the trachea by the endotracheal tube itself. 


Thus you conclude, “ At present it seems wise not to 
attempt the closure of the tracheotomy in patients with 
complete respiratory paralysis unless they are first 
capable of useful G.P.B.” (My italics.) In practice 
such patients who have failed to master the technique 
so long as the stoma remained open will often master it 
after closure, and so far from their condition being 
““made worse” by the closure, “confined to a tank 
respirator and thereby immobilized,” they then follow 
the pattern of patients who have been closed through- 
out—i.e., progressing from a cabinet to a cuirass or 
Bragg-Paul respirator and using frog breathing to enable 
them to leave their apparatus behind when they go out 
and to breathe for themselves during breakdown of 
their apparatus. 

As for the danger of mild infections which you 
mention, these exist, of course; but once the chronic 
infection associated with the stoma has subsided it is 
no greater in these cases than in those which have been 
closed from the start. A short period in the cabinet 
respirator, prompt antibiotics, and assisted coughing by 
physiotherapists should enable these patients to keep 
their trachea intact. Indeed, it is our experience that 
physiotherapists take a pride in laying on for these 
patients a 24-hour artificial cough service, although that 
may not be strictly in their terms of employment. As 
these patients scatter with their respiratory aids to 
homes in different parts of the country the local medical 
and physiotherapy services usually arrange to provide 
them with the necessary hospital and physiotherapy 
backing to ensure that they receive prompt and efficient 
treatment for their particular needs.—I am, etc., 


Nuffield Department of MARGARET AGERHOLM. 


Orthopaedic Surgery, 
Oxford. 


Treatment of Gonorrhoea 


Sir,—In my practice I do not often see venereal 
disease, but when it does occur cases are not easily 
forgotten. In July, 1946, I first came across a patient 
infected with a penicillin-resistant strain of gonococcus, 
and ever since this time I have always insisted upon 
obtaining a urethral smear before starting any 
treatment. 

My routine is to ask the pathologist to identify the 
organisms present, and to determine the sensitivities 
to the various antibiotics available. Only rarely have 
I been faced with a penicillin-resistant strain of 
gonococcus, but that such strains existed since 1946 
is surely an important observation. Then came a phase 
when several cases of male urethral discharge were 
due to a pneumococcus, and this organism—without 
exception—proved to be resistant to penicillin. 

Very recently, a male patient had a_ urethral 
discharge—a urethral smear proved the presence of 
gonococci, Bact. coli, and Staph. albus. The pathologist 
gave me the sensitivities of the Bact. coli and Staph. 
albus, but no reference was made to the gonococcal 
sensitivities. When the pathologist was asked for the 
sensitivities to this strain of gonococci, his reply was that 
he assumed I knew the only treatment was massive doses 
of penicillin—that no other antibiotic was used. My 
clinical experience does not support this statement. I 
consider it wrong to assume that massive doses of 
penicillin will always provide a cure when so many 
other antibiotics are known to be equally or even more 
effective against the gonococcus, and I maintain that it 
is essential to determine the sensitivities of the various 
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antibiotics to the particular strain of gonococcus present. 
In my opinion, venereal disease will never enter the 
phase of “dying diseases” until this principle is 
recognized and respected.—I am, etc., 


London, S.W.1. Francis LESLIE. 


Heredity in Breast Cancer 


Sir,—I refer to your leading article on heredity and 
breast cancer (Journal, October 10, p. 683) and to 
subsequent letters on this subject (Journal, October 24, 
p. 820). 

There has recently been published a study of the 
relatives of 200 breast-cancer probands,’ in which the 
authors set out to discover: (1) whether the disease 
occurs more frequently in the relatives of a person who 
does have cancer than in the relatives of one who does 
not. (2) If there is a difference in the two groups, 
whether the difference is greater in some relationships 
than in others. A series of 200 families in which a 
member suffered from breast cancer and 198 control 
families were investigated. The authors conclude, from 
an analysis of the information based upon the occur- 
rence of cancer of the breast and in all other sites in 
some 6,000 relatives in each of the two family groups, 
that no evidence is revealed for any unusual frequency 
of cancer, either of the breast or elsewhere, among the 
relatives of the breast-cancer patients.—I am, etc., 


Institute of Cancer Research, 


London, $.W.3 D. A. BRUNNING, 


Librarian, 
Chester Beatty Research Institute. 
REFERENCE 


' Murphy, D. P., and Abbey, H., Cancer in Families: a Study 
of the Relatives of 2 Breast Cancer Probands, 1959. 
Harvard University Press, Cambridge, Mass. 


Telling the Cancer Patient 


Sir,—Probably most contributors to this discussion 
would agree that this is not a problem which can be 
settled without any reference to the wishes and 
preferences of the patients themselves. As Aitken-Swan 
and Easson' have shown, these are by no means 
impossible to study. The only data which we can offer 
are exceedingly slight, and we mention them only in the 
hope that they may suggest lines for further and more 
intensive inquiry. They were collected when the 
members of a random sample of the adult population 
of the City of Edinburgh were interviewed about their 
beliefs concerning tuberculosis and cancer.** Our 
informants were asked whether if they had cancer they 
would prefer to know or whether they would rather not 
know. Just over two-thirds said that they would prefer 
to know the truth, while rather less than one-third said 
they would rather not know. 

This preference appeared to be unrelated to age, sex, 
and beliefs about the probable outcome of the disease. 
(In reply to another question one in five of the people 
questioned thought that a cancer patient was more likely 
to recover than to die, while three in four thought death 
the more probable outcome.) On the other hand, there 
were some possibly significant variations associated 
with social class (0.02<P<0.05), people in skilled 
manual occupations being apparently more reluctant to 
learn that they had cancer than those in either non- 
manual or less skilled manual employment. We 
appreciate that these findings are incomplete and 
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comparatively superficial; we should welcome fuller 
and more deep-seeking studies of this complex problem. 


—We are, etc., 
ANN CARTWRIGHT. 


Department of Public Health F. M. MarTIN. 
and Social Medicine, 
University of Edinburgh. 
REFERENCES 


' Aitken-Swan, J., and Easson, E. C., Brit. med. J., 1959, 1, 779. 

* Cartwright, A., Martin, F. M., and Thomson, J. G., Med. 
Offr, 1958, 99, 73. 

* Cartwright, A., and Martin, F. M., Brit. med. J., 1958, 2, 592. 


Treatment of Pilonidal Sinus 


Sir,—I am rather surprised that in the recent 
extensive discussion in your pages on the question of 
treatment of pilonidal sinus the method that I and 
several of my colleagues have employed at our hospital 
for several years has not been mentioned. This consists 
of fairly wide excision of the sinuses and suturing of 
the skin edges to the sacral fascia, leaving a strip of 
sacral fascia between about a quarter of an inch (6.4 
mm.) wide. This serves to obliterate the dead space, 
and healing is fairly quick. Most of the cases are 
healed within three or four weeks of operation, and 
recurrence by this method is rarely, if ever, seen.— 


I am, etc., 
HERBERT S. TRAFFORD. 


North Staffordshire Royal Infirmary, 
Stoke-on-Trent 


When to Tie the Cord 


Sir,—Dr. A. E. Chisholm’s letter (Journal, October 
17, p. 759) is distressing, for it has been estimated’ 
“ that in the interval between the closure of the umbilical 
arteries and that of the ductus arteriosus about 100 ml. 
of blood was gained by the foteus from the placenta. 
(It should be noted in passing that these observations 
emphasize the importance of not clamping or tying the 
cord until some minutes after birth.)” I regret that in 
my original letter (Journal, February 28, p. 584) I missed 
this statement. Dr. Chisholm’s arguments are all 
a priori, which is usually dangerous, though I shall use 
one later ; but it is by no means certain that contractions 
of the uterus are ineffective in emptying the placenta of 
blood, and there are indications that other mechanisms 
may also be responsible for the transfer of this 100 ml. 
of blood from the placenta to the baby. 

The point I wished to make in my first letter on this 
subject, but which I never reached, is that the closure 
of the foramen ovale is certainly, and the closure of the 
ductus arteriosus probably, mainly due to changes in the 
blood pressure—or more broadly haemodynamics—and 
it is a great pity that references in the literature to both 
experimental work and clinical observation do not 
always make it clear whether the cord was tied 
immediately or not. Unless this is done a very 
important and complicated problem is likely to be 
bedevilled with discordant results. It is known that, 
where there has been neonatal bleeding, the blood 
volume is quickly restored from extracellular fluid (the 
newborn infant is normally hydraemic, which is why it 
loses weight in the first few days), but this gradual 
increase in volume cannot be expected to have the same 
haemodynamic effect as the relatively sudden increase 
when the cord is not tied early. I would therefore plead 
that in future this matter of tying the cord should 
be specifically mentioned in original work on this 
fascinating subject, and also, as I did before, that 
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obstetricians in this country should take more account 
of known facts when revising their works, for in this 
case I believe that teaching is well in advance of the 
textbooks.—I am, etc., 

Winsford, Cheshire. W. N. LEAK. 


REFERENCE 


' Brews, A., Eden and Holland's Manual of Obstetrics, 1\th ed., 
1957, p. 64. J. and A. Churchill, London. 


Sirn,—I agree with Dr. A. E. Chisholm (Journal, 
October 17, p. 759) that it is unreasonable to expect the 
baby’s heart to pump the blood through the placenta 
and back to itself, but otherwise I cannot agree with 
his observations. 

Blood remaining in the placenta is often under 
pressure if the cord is clamped immediately after 
delivery. When the clamp is removed from the maternal 
end of the cord, this is easily demonstrated and must be 
due to pressure from the normally retracted uterus. 
Secondly, retroplacental haemorrhage following separa- 
tion of the placenta with the birth contraction is from 
the maternal sinuses and not from the foetus. 

Opinion varies about when to tie the cord, but I 
cannot believe, as Dr. Chisholm does, that blood can be 
held in the placenta at the expense of the foetus.—I am, 
etc., 

London, N.W.3. KATHLEEN FRITH. 

High Pyrexia Due to Sulphadimidine 

Sir,—I would like to add my own observations on 
this subject to those of Dr. D. R. Lithgow (Journal, 
September 12, p. 431). In September, 1957, whilst on a 
voyage from the United Kingdom to the Far East, I 
was faced with an outbreak of upper respiratory virus 


infection, the causal organism of which was not, 


identified, but which was almost certainly that of Asian 
influenza. The culprit was more readily recognized in 
the person of a small child who had embarked at 
Southampton, destined to become my first case within 
48 hours of sailing. During the following three weeks 
75 cases passed through the ship’s hospital, and a rather 
larger number of passengers were of necessity nursed 
in their cabin accommodation. Altogether, including 
the ship’s company, approximately 200 cases were dealt 
with. 

All adult patients, and they numbered more than 120, 
were given a course of sulphadimidine, 1.5 g. six-hourly. 
Most of them had temperatures higher than one would 
expect from their signs and symptoms, ranging between 
102.6 and 104.6° F. (39.2 and 40.3° C.), as one 
commonly finds in hot climates. However, what really 
concerned me .in the early days was the fact that the 
evening temperatures of three of the early cases refused 
to come down below 101° F. (38.3° C.) after some days 
of treatment, despite the lack of physical signs and 
apparent well-being of the patients concerned. In the 
enclosed space of a ship in tropical waters one does 
not like to take chances, and it was with some reluctance 
that I decided to discontinue treatment. The result was 
almost dramatic; within 36 hours those three badly 
needed beds were once more available. I experimented 
with two similar cases three or four days later in much 
the same manner as Dr. Lithgow ; a test dose of 1.5 g. of 
sulphadimidine was given to each of these patients after 
48 hours of normal temperature readings, following 
the initial discontinuation of the same drug. My results 
were not as spectacular as those of Dr. Lithgow, my 
patients remained symptom-free, but both developed 


an evening temperature of 100° F. (37.8° C.). In all 
about 12 cases behaved in this way. 

I felt at the time that sulphonamides were not entirely 
to blame for this phenomenon, and that it was at least 
in part due to the general environment, as the adult 
temperature does become peculiarly labile in conditions 
of extreme heat and high humidity. Unfortunately, 
pressure of work precluded further experimentation and 
accurate record-keeping. It is interesting to note that, 
although I did have two patients who developed a 
“ sulphonamide rash,” none of the foregoing cases were 
so afflicted.—I am, etc., 

G. MacA. Dowson. 


Whitley Bay, 
Northumberland 
Qualification in Medicine 


“A poor life this if, full of care, 
We have no time to stand and stare.”! 

Owing to the virtual necessity for higher qualifications 
for promotion in specialist practice, and the enormous 
amount of factual knowledge which must be digested 
in order to obtain these, the would-be consultant must 
undergo a more or less continuous cram course 
beginning at the age of 11 and lasting for some 20 or 
more years. After having devoted some of my spare 
time to extra-curricular activities, I find since returning 
to intensive study a few years ago that it becomes 
increasingly difficult to relax and remain human— 
without which it is scarcely possible to take the personal 
interest in one’s patients which good practice necessi- 
tates. Is the spending of the most active part of a man’s 
life in this unceasing grind really the way to produce 
the best type of consultant ? Indeed, how many of the 
leading members of the Royal Colleges would be 
members at all if the entrance examinations had always 
been as difficult as they are now ? 

Since these thoughts may be displeasing to the 
examiners, whom I still hope to satisfy, I must ask to 
sign myself, 

“STILL TRYING.” 
REFERENCE 


' Davies, W. H., from poem on “ Leisure,” Oxford Book of 
Modern Verse, 1936, p. 131. Clarendon Press, Oxford. 


Sir,—May I carry the joint argument of Drs. G. W. 
Davies and G. O. Morse (Journal, October 17, p. 758) 
one stage further? I most cordially agree that reputation 
is not made by qualification alone. As our lay friends 
never tire of telling us, some unqualified practitioners 
have been better healers than some doctors. I do not, 
however, see in this a case for awarding the Conjoint 
qualification to the population at large on attaining the 
age of 21. 

Surely Dr. W. G. Fogland (p. 758) does not really 
need to be told that the term “doctor” in Britain and 
indeed in America has several separate and distinct 
meanings—e.g., (1) a popular term for any registered 
medical practitioner ; (2) the holder of a doctorate (not 
necessarily in the medical faculty) of a university ; 
quaintly enough, it also means, when used as a verb 
(3) to adulterate, to emasculate, to falsify accepted 
standards. 

For people of ordinary ability, as is very well known, 
the attainment of (or often enough the failure to attain) 
one of the higher degrees or diplomas involves a number 
of years of single-miuded endeavour in far from affluent 
circumstances. The rewards of success do not appear to 
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impress some of your correspondents very greatly. Never- 
theless, the M.D. is a token of an achievement. To 
issue the same token for a lesser achievement is, as I 
have said, to debase coinage, and I stand firmly on that 
point. We want no doctored doctors here.—I am, etc., 


Romford, Essex I. M. LARKIN. 


Sir,—I am most intrigued by this correspondence. 
Why must we imitate the Americans and Continentals 
in a dull uniformity of degrees ? Why not continue in 
our Own interesting (and perhaps amusing to some) and 
much more colourful methods ? 

Do we really want one sole degree or diploma of 
utilitarian uniformity ? Surely it is better to have unity 
of purpose, with diversity of medical degrees and 
diplomas, which gives interest to life and maintains the 
essential freedoms of our universities and colleges. 

May I therefore just sign myself, in chronological 
order of attainment, 

Yours diversely, 
B.A. CANTAB. ARTS. EXAM. 
M.R.C.S., L.R.C.P. Exam. 
B.Cu. Exam. 
M.B. CaNTaB. THESIS. 
M.A. CaNnTAB. BY SENIORITY. 
M.D. Cantas. THESIS. 
F.R.C.S.ENG. BY ELECTION FOR EXPERIENCE. 
F.B.M.A. By THE ASSOCIATION FOR WORK DONE. 


P.S.—The Editor knows who I am. 

P.P.S.—In America once an M.D. then you can do 
any darned thing you like, whether you are qualified to 
do it or not. 


The Customary Fee 


Sir,—Having read the correspondence on_ the 
customary fee, I should like to relate my own 
experience as a G.P. who is over 70, and retired six 
years after 33 years in practice—no fee enters into my 
case, as the doctor was receiving payment from the 
N.H.S. 

I live in a district far away from where I practised. 
I duly registered with a doctor whose surgery is 10 
minutes’ walk from my house, and have required 
attention on about six occasions in the six years. I 
attended at the usual surgery hours and took my turn 
with the rest—there was nothing very dreadful about 
this, of course, although several of those waiting knew 
me as a retired doctor; also I had never waited in a 
doctor's waiting-room before. While I was waiting | 
wondered how many doctors—retired or not—were 
doing the same. I thought what in heaven's name has 
happened to us? Surely we can do better than this. 
Am I expecting too much ? Has the N.H.S. made us 
like this? I have on numerous occasions attended 
doctors, their wives, and children, usually calling on 
them, but if they came to me a time was arranged other 
than surgery hours, however busy I was at the time. 
Of course the question of a fee was unthinkable.— 
I am, etc., 

Retired G.P. 


Sir,—With reference to your recent correspondence 
on medical men charging fees to their colleagues, the 
following may be illuminating. About six years ago a 
medical student friend of mine fell down a cliff on one 
of the Channel Islands and broke an arm. On being 


expertly treated by the local practitioner he offered 
payment for services rendered. He was answered, “ In 
my young days we were taught ‘ Dog doesn’t eat dog.’ ” 
am, etc., 


Dudley Road Hospital, 
Birmingham. 


R. H. Pont. 


Sirn,—The correspondence under the above title 
prompts me to recall the following: Many years ago 
(71908), when a clinical clerk, I asked my chief if he 
would kindly see my father about his (?) gastric ulcer. 
He came to my home, examined, and prescribed for my 
father, and on being asked what his fee was he replied: 
“We are not cannibals, and do not live on one another.” 
Have times and customs altered ?—I am, etc., 


London, $.W.17. A. W. WELLs. 

Sir,—I dislike the use of the term “customary fee,” 
and do not believe that even to-day the sending of bills 
to other members of the profession is common. In my 
partnership, doctors and their families, and nurses, 
were never charged for services, and later on, in a few 
years’ service at sea, although the proportion of these 
patients was greater than usual, the same rule was 
observed. The whole idea seems to me a step down 
from the ideal of a cultured profession.—I am, etc., 


One More G.P. 


Press Publicity 


Sir,—I should be most grateful for space in which to 
comment upon your footnote to my recent letter 
(Journal, November 7, p. 954). I have since been assured 
by the editor of the Daily Telegraph that his corre- 
spondent John Prince wrote his column on the basis of 
information (and I quote) “given to him by several 
B.M.A. spokesmen, including Dr. Wand, the Chairman 
of the Council.” It is for your readers to decide which 
version of this unfortunate episode is the more likely 
to be true.—I am, etc., 

Loughton, Essex. 

*,* For the benefit of those who did not read the footnote 
to Dr. Bateman’s last letter we repeat it: “ There was no 
official ‘hand-out.’ , Representatives of the press were 
excluded from the television demonstration and heard of 
the caesarean section by chance and not by anyone's 
design.”—Eb., B.M_J. 


Ghana Medical Service 


Sir,—Please allow me to direct attention to the 
advertisement for 24 doctors for work in Ghana (see 
p. 80 of the advertisements). I have just returned 
from Ghana, and I am greatly impressed by the 
enormous advances in every field of activity since my 
visit at the time of their independence in March, 1957, 
only two years ago. Magnificent modern architect- 
designed buildings are going up all over the country. 
The Ambassador Hotel built for the independence 
celebrations is on a level with the Park Lane hotels 
here, and is considerably cheaper. The University is 
more than three-quarters built and is beautiful. Dinner 
in one of the halls combines the dignity of an Oxford 
or Cambridge College with the gaiety and colour of 
modern tropical buildings. Plans are advanced for a 
University College Hospital. The climate is good, and a 
tourist trade is developing. No longer can the country 
be called “the white man’s grave,” neither is it any 
longer “the white man’s burden.” 


DoNALD V. BATEMAN. 
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I can confidently recommend doctors in the United 
Kingdom to take up posts in the rapidly expanding 
Medical Service in Ghana. English being the lingua 
franca, they will have an advantage over the doctors 
from non-English-speaking countries. They will be able 
to assist Ghana in its efforts to become the leading 
democratic country in “Africa.” The country is 
compact, with a population of only five million and a 
considerable sterling balance, and every prospect of 
becoming a stable, prosperous country. We are not 
seeking “ misfits."—I am, etc., BerriELD CLARKE, 


Senior Medical Officer in London, 
Ghana Government. 


Q Fever Endocarditis: Serum Wanted 


Sir,—Elsewhere in this issue (p. 980) there is a 
description of a patient with subacute endocarditis 
caused by R. burneti, the Q fever organism. The 
occurrence of this case, some other (probable) cases 
which have occurred in the past and more recently, and 
that just described by Evans ef al.' suggest that Q fever 
endocarditis may be commoner than it seemed at first. 

To find out about this I should be glad to receive 
serum samples from patients with subacute endocarditis 

—particularly when the blood culture has been 
persistently sterile or when there has been a failure to 
respond to penicillin therapy. The sera will be tested 
for various types of Q fever antibody, including that 
against phase I complement-fixing antigen of the 
rickettsia. Recent experience suggests that the presence 
of this antibody may afford a useful indicator of chronic 
infection with R. burneti. 

About 5 ml. of serum (or the same amount of clotted 
blood) should be sent, together with the name, age, and 
sex of the patient, and very brief clinical details, to Dr. 
B. P. Marmion, Public Health Laboratory, Bridle Path, 
York Road, Leeds, 15.—I am, etc., 


Leeds. B. P. MARMION. 
REFERENCE 
‘ Evans, A. D., Powell, D. E. B., and Burrell, C. D., Lancet, 
1959. 1, 864. 


Dr. William Price (1800-93) 


Sir,—I am interested in recording the life of Dr. 
William Price (1800-93), of Llantrisant ; in particular I 
am anxious to learn of any medical or surgical treatment 
that he undertook, and of any medical or surgical posts 
that he was known to have held. Original manuscripts 
or letters, even if not of a medical nature, would be 
helpful to me, and I should very much like to hear from 
anyone who knows the whereabouts of any outside the 
collections of the Welsh Folk Museum and the Cardiff 
Central Library, or from anyone who has personal 
knowledge of his life.—I am, etc., 

Robin Hill, 


Chobham Road, 
Camberley, Surrey. 


JOHN CULE. 


Mixed Up 

Sir,—An article in the Journal of October 31 (p. 859) 
describes experiences with “ premixed” pethidine and 
antagonists. The word “ premixed” could only mean 
before being mixed. When I read the article I found 
that what the writer really intended was simply 
“mixed.” When manufactured jargon is used, meaning 
may be lost. I hope no defence will be put in that 
words such as “precast” and “prefabricated” are 
now in common use. They are.—I am, etc., 
FRANK STABLER. 


Newcastle upon Tyne, 2. 


Obituary 


A. R. PATERSON, C.M.G., M.B., Ch.B., D.P.H. 
D.T.M.&H. 
Dr. A. R. Paterson, formerly director of medical services 
in Kenya, died at his home at Nairobi on August 26. 
He was 74 years of age. 


Albert Rutherford Paterson was born in 1885, and studied 
medicine at Glasgow University, where he graduated M.B., 
Ch.B., with commendation, in 1908. After graduation he 
held appointments of house-surgeon and house-physician 
at Glasgow Royal Infirmary, resident physician at the City 
of Glasgow Fever Hospital, and house-physician at the 
Glasgow Royal Maternity and Women’s Hospital. In 1914 
he entered the West African Medical Service and was posted 
to Nigeria as a medical officer. On the outbreak of the 
first world war later in that year he entered the R.A.M.C. 
and went to serve in the Cameroons. Demobilized in 1919, he 
became a medical officer in Kenya in 1920, in which year 
he obtained the Cambridge D.P.H. and D.T.M.&H. 
Within a year his remarkable administrative abilities were 
recognized, and he was made deputy director of sanitary 
services in Kenya. In this capacity he served under Mr. 
J. L. Gilks, himself a clinician of outstanding ability, and 
the two worked side by side until 1933, when Mr. Gilks 
retired and Paterson succeeded him as director of medical 
services. He was appointed C.M.G. in 1938, and in the 
following year a member of the council of Makerere College, 
in Uganda. A member of the British Medical Association 
for over forty years, he was honorary secretary of the 
Kenya Branch from 1922 to 1924 and president of the 
Branch from 1946 to 1948. 


We are indebted to T. F. A., J. A.C., and R. B. H. for the 
following joint appreciation: Dr. A. R. Paterson was in 
many ways a remarkable man and one who left his mark 
upon Kenya during some of the colony’s most important 
years of development. Before he took charge of the medical 
department in Kenya he showed his breadth of vision by 
initiating all manner of schemes for the expansion of public 
health services, particularly in the native reserves. He 
insisted upon the need for co-operation with all the main 
departments of Government, and encouraged his subordinates 
to work in close association with the administration, the 
departments of agriculture and veterinary science, and the 
education authorities. No medical officer with narrow 
parochial notions regarding his duties was likely to go far 
with a superior with such expansive conceptions, and none 
did. Paterson was a prolific writer, and he brought out 
a two-volume book, which was printed in both English 
and Swahili, entitled The Book of Civilization. It told 
the African in simple language how to improve his 
standards of health and at the same time how to raise his 
living standards to enable him to take a full and proper part 
in the life of the colony. Many of Paterson's projects were 
thought to be Utopian in their objects, but at least some of 
them have been adopted with striking success. In 1946 
Paterson was elected president of the Kenya Branch of the 
British Medical Association, and at the annual general 
meeting of the Branch in 1947, the view having been 
expressed that his work was of outstanding merit and 
importance, he was re-elected for a further term of office. 
It was during these years that he wrote two important 
documents. The first was The Human Situation in East 
Africa and dealt largely with population trends ; the second 
was The Case for the Appointment of a Royal Commission 
on Health and Population in His Majesty's Dependencies 
in Africa. It is interesting to speculate what might have 
come out of the work of the commission he advocated 
had it been appointed. Dr. Paterson is survived by a widow 
and four children, to whom a wide circle of friends who 
remember their old chief with affection and esteem extend 
their sincere condolences. 
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ROBERT STOUT, M.D., F.R.C.S.Ed., F.R.A.C.S. 
M.R.C.O.G. 


Dr. Robert Stout, chief railway medical officer at 
Wellington, New Zealand, and formerly a surgeon to 
Wellington Hospital for many years, died at Wellington 
on October 1. He was 76 years of age. 


Robert Stout was born at Dunedin, New Zealand, on 
April 7, 1883, the second son of Sir Robert Stout, Premier 
of New Zealand from 1884 to 1887 and Chief Justice of the 
Dominion from 1899 to 1926. From Victoria University 
College, Wellington, he came to England to study medicine 
at Guy's Hospital, and graduated M.B., B.S. from London 
University in 1910. After graduation he held the appoint- 
ments of house-surgeon and resident obstetric surgeon at 
Guy's Hospital. He proceeded to the M.D. in 1912 and 
was elected a Fellow of the Royal College of Surgeons of 
Edinburgh in the following year. During the first world 
war he served as a major in the New Zealand Medical 
Corps in Gallipoli, Egypt, and France. He was a surgeon 
with No. 3 New Zealand General Hospital in 1918-19 and 
to the Trentham military hospital in New Zealand from 
1919 to 1922. After demobilization he settled in general 
practice in Wellington, where he was also surgeon to the 
hospital from 1923 to 1936. For some years he was chief 
railway medical officer at Wellington. He was elected a 
foundation Member of the Royal College of Obstetricians 
and Gynaecologists in 1929, and, three years later, a Fellow 
of the Royal Australasian College of Surgeons. 

A member of a family that has played a prominent part 
in the legal, medical, and political history of New Zealand, 
Dr. Stout had many cultural interests. He was one of the 
Dominion’s most noted book-collectors, and his splendid 
library included many rare and valuable volumes. Close; 
associated with the New Zealand Academy of Fine Arts. 
he had held office as honorary treasurer of the academy, of 
which he was a life member. He was also a member of 
the Royal Philatelic Society and had a fine collection of 
stamps. While a medical student he played rugby football 
for Guy's Hospital. He was unmarried. His younger 
brother, Colonel T. D. M. Stout, also a Guy's man, is 
honorary consulting surgeon to Wellington Hospital, and 
his elder brother, Mr. J. L. Stout, followed his father into 
the legal profession. 


J. S. MANN, M.B., Ch.B. 


Dr. J. S. Mann, who had been in general practice at 
Leicester for 36 years, died there suddenly on October 
19. He was 64 years of age. 


James Stewart Mann was born at Oban on January 22, 
1895, the son of the Rev. Alexander Mann, a Congregational 
minister, and his earliest days were spent in a Scottish 
manse, where he was one of a family of five. While still in 
his boyhood, the family moved to Nottingham, where his 
father became minister at the Addison Street Congregational 
Church. James Mann was educated at Nottingham High 
School and at Edinburgh University, where he graduated 
M.B., Ch.B. in 1918. He then served as a captain in the 
R.A.M.C. in Salonika until the end of the first world 
war, after which he made a voyage as a ship surgeon before 
undertaking a short period of general practice in Rotherham. 
He then took a house-surgeon’s post at the Leicester Royal 
Infirmary. In 1923 he settled in Leicester in partnership 
with the late Dr. J. Eddy, and also held a_ part-time 
appointment in the eye department of the Leicester Royal 
Infirmary, being particularly interested in ophthalmology. 
During the second world war he became surgeon to the 
Leicester city police, a position which he held for a number 
of years. He took great interest in the medical and social 
life of the city, and was president of the Leicester Medical 
Society in 1948-9, and also a past president of the Leicester 
and Rutland Branch of the British Medical Association. 
Throughout his life in Leicester he was a staunch member of 
the Westcotes Congregational Church. In his private and 
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professional life he lived by his deep and long-established 
religious convictions. Despite his busy professional life and 
varied interests and activities, he was extremely fond of his 
home, and liked nothing better than to be among his family. 
He was a devoted husband and father, and it was always a 
pleasure to visit his home, where a warm welcome was 
invariably extended to his many friends. That he was an 
excellent general practitioner was proved by his numerous 
patients, who remained faithful to him throughout the years. 
He had a cheerful disposition and would always give a 
sympathetic hearing to and a reasoned opinion on the 
problems of others. As his partner for 21 years, | regarded 
him as a loyal friend and respected him as a Christian 
gentleman, proud of his Scottish descent. He will be sadly 
missed by all who had the privilege of knowing him, 
relatives, friends, patients, and colleagues. He leaves a 
widow, a son, a daughter, and two grandchildren.—M. B. H. 


R. A. BRADFORD, M.R.C\S., L.R.C.P. 


Dr. R. A. Bradford, a well-known general practitioner 
in Hampstead, died suddenly on July 15, twelve days 
before his 53rd birthday. 


Richard Avenel Bradford was born in Ireland of English 
parents. He was educated at Wellington College, Berkshire, 
and qualified M.R.C.S., L.R.C.P. in 1942 from St. Thomas's 
Hospital and the West London Hospital. Before turning 
to medicine he had taken a course in veterinary surgery in 


Edinburgh. He had served as captain in the R.A.M.C. for 
several years before he entered general practice in 
Hampstead. 


D.K.M. writes: With the sudden passing of Richard 
Bradford a great loss has been sustained by his many friends 
and patients in Hampstead. For the past thirteen years he 
had worked extremely hard, never sparing himself, and 
there is littlke doubt that this devotion to duty largely 
contributed to his early death. He leaves a widow and four 
children, to whom our deep sympathy is extended. 


NOBLE McKIBBIN, M.B., B.Ch. 


Dr. Noble McKibbin, who was in general practice 
at Liverpool for many years, and, since the end of 
the second world war, at Chigwell, Essex, died 
suddenly at his home at Chigwell on September 10. 
He was 63 years of age. 


Noble McKibbin was born on March 16, 1896, and was 
educated at the Queen’s University of Belfast, where he 
graduated M.B., B.Ch. in 1922. After being in general 
practice at Liverpool ‘from 1923 to 1946 he moved to 
Chigwell, where he remained until his death. He built up 
a large practice in Chigwell and Barkingside, and was 
greatly respected by his many patients, to whom his steady 
guidance and friendly disposition were a real source of 
confidence and inspiration. Dr. “ Mac” enjoyed the simple 
elements of life, and adored the beauty of the Essex 
countryside. He also loved music and painting. His 
untimely death has deprived his patients of a real friend. 
His dapper figure will be much missed in Chigwell and 
district, and his spirit of true humility will long be 
remembered by all who knew him. We extend our sincere 
sympathy to his widow and son.—J. K. 


A. J. BEVERIDGE, C.B., O.B.E., M.C., M.Sc. 
M.B., B.Ch., D.P.H. 
Major-General A. J. Beveridge, formerly director of 
medical services in the Middle East Land Forces, died 
suddenly on September 25 while on holiday in Venice. 
He was 66 years of age. 

Arthur Joseph Beveridge was born in Dublin on 
March 21, 1893, the son of Mr. John F. Beveridge, then 
town clerk of the city. From Belvedere College he entered 
University College, Dublin, and graduated M.B., B.Ch. 


from the National University of Ireland in 1915, gaining first 
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place and first-class honours. Immediately after graduation 
he entered the R.A.M.C., and was in France with the 40th 
Division from 1916 until the end of the first world war. In 
1918 he was awarded the Military Cross for conspicuous 
gallantry and devotion to duty. In the words of the official 
citation, “ His dressing station was heavily shelled during 
an engagement, but owing to his determination, courage, and 
initiative a large number of wounded were attended to and 
evacuated from the danger zone.” He took the degree of 
M.Sc. of the National University of Ireland in 1919, and 
the D.P.H. of the Queen’s University of Belfast in 1926. 
After the first world war he specialized in pathology, and 
served in Iraq, Germany, and Jamaica. 

He was appointed O.B.E. in 1935 for his services as 
instructor and medical officer at the anti-gas wing of the 
Small Arms School at Winterbourne Gunner. From 1935 
to 1938 he was a lecturer and an examiner in pathology 
at the King Edward VII College of Medicine in Singapore. 
In 1940 his name was brought to notice in recognition of 
distinguished services in connexion with operations in 
Norway, where he served as assistant director of medical 
services of a brigade, and in 1942 the Norwegian Military 
Cross was conferred upon him by King Haakon. From 
1941 to 1947 he was an assistant director of medical services 
successively in the United Kingdom, East Africa, West 
Africa, and Palestine, later becoming deputy director of 
medical services in Palestine (1947-8) and in the Scottish 
Command (1949-50). From the rank of major in 1927 he 
progressed to lieutenant-colonel in 1941, colonel in 1946, 
brigadier in 1949, and major-general in 1950. From the 
latter year until 1953 he was director of medical services of 
the Middle East Land Forces, and in 1951 was appointed 
an Honorary Physician to the King. 

When he retired from the Army in 1953 he was appointed 
C.B. He then became a school medical officer under the 
Lincolnshire County Council, retiring from this appointment 
about a year ago. In 1928 he married Sheila, daughter of 
Lieutenant-Colonel William MacNamara, R.A.M.C. (ret.), 
by whom he had four sons and three daughters. One son 
and one daught»¢ predeceased him. 


OLIVER THOMAS, M.R.CS., L.R.C.P. 


Dr. Oliver Thomas, who had been in general practice in 
East Ham for over a quarter of a century, died suddenly 
on October 22. He was 52 years of age. 


Oliver Thomas was born on July 5, 1907, and received his 
medical training at the London Hospital, qualifying 
M.R.C.S., L.R.C.P. in 1931. He then held the appointments 
of house-surgeon, house-physician, and  receiving-room 
officer at the London Hospital before entering into partner- 
ship with his brother, Dr. J. Stanley Thomas, in East Ham 
in 1933. Since then he worked tirelessly among his patients, 
who came to look upon him not only as their family doctor 
but as their friend and helper. His kindly manner and quiet 
sense of humour endeared him to all with whom he came 
in contact. It was not only as a general practitioner that 
he made his mark: he worked indefatigably in the interests 
of the St. John Ambulance Brigade, and it was on this account 
that in 1954 he was appointed ‘a Serving Brother of the 
Venerable Order of St. John of Jerusalem. He took a 
prominent part in the administrative side of medicine. In 
1953 he was elected chairman of the Stratford Division of 
the British Medical Association, while in 1949 he had been 
appointed chairman of the East Ham local medical 
committee, and he was always an active member of East 
Ham executive council since its inception. For over 20 
years he was medical officer to West Ham United association 
football club, and latterly was a director of the club. Once 
again his untiring efforts had not a little to do with the 
success of the club in recent years. As was the case with 
his patients, he gave of his best to players and officia!s alike, 
and was greatly beloved and respected by all. In 1953 he 


was appointed a justice of the peace, and in this cap city 
his vreat knowledge of the human side of life proved of 
inestimable value in dealing with the many problems that 


came before him. Among his many other outside interests 
he was a member of East Ham Rotary Club, of which he 
was past president. His sudden death has come as a great 
shock to his many patients and friends in East Ham. He 
was also held in great esteem and affection by all his 
colleagues, to whom his death has come as a sad blow. He 
leaves a widow, one son, and two daughters, to whom all 
who knew him extend their sincere sympathy.—J. C. B. 


T. R. PLUNKETT, M.B., Ch.B., F.R.C.0.G. 


Dr. T. R. Plunkett, one of New Zealand’s most 
distinguished obstetricians and gynaecologists, died at 
Auckland on October 3. He was 54 years of age. 


Thomas Robert Plunkett was educated at Otago 
University, and graduated M.B., Ch.B. from the University 
of New Zealand in 1933. After graduation he held the 
appointment of house-surgeon at Timaru Hospital, and 
then entered general practice at Papatoetoe. In 1940 he 
became the first specialist obstetrician and gynaecologist 
to be appointed to the Auckland Hospital Board’s 
institutions, and was senior obstetrician and gynaecologist 
for the board for some years, He was chairman of the 
New Zealand Obstetrical and Gynaecological Society. 
Prominent in establishing the obstetrical and gynaecological 
unit at the National Women’s Hospital, he helped to train 
both undergraduates and postgraduates, and he was external 
examiner for the University of New Zealand in his 
specialties. Elected a Member of the Royal College of 
Obstetricians and Gynaecologists in 1936, he became a 
Fellow of the College in 1951, and served on the New 
Zealand Regional Council of the College. He leaves a 
widow and two daughters. 


J. C. MEAKINS, C.B.E., M.D., C.M., LL.D. 
F.R.C.P., F.R.C.P.Ed., F.R.C.P.C., Hon.F.R.C.S.Ed., F.A.C.P. 


The obituary of Professor J. C. Meakins was printed 
in- the Journal of November 7 (p. 959). 


A.R.G. writes: The death of Jonathan Meakins in 
Montreal on October 12 deprives us of one of the greatest 
physicians of our time. When he was appointed late in 
1919 as the first professor of therapeutics in Edinburgh 
University, with full clinical charge in the Royal Infirmary, 
Meakins was. only 37. The most dynamic, vital, and 
industrious of men, he immediately took full advantage of 
the immense opportunity which lay before him. In a 
sense, he revolutionized the medical side of the hospital, 
where he brought to bear an enormous influence on the 
physiolog cal and biochemical approach to clinical problems. 
One of the first whole-time clinical professors in this country, 
Meakins organized the first clinical laboratory in the Royal 
Infirmary, obtained Rockefelier support for the building of 
the existing department, and provided through his own 
personality and alertness of mind an immense stimulus to 
investigative work in the wards of the hospital. 

In his five years at Edinburgh a succession of important 
contributions flowed ceaselessly from his department. 
Despite the many commitments which encumber the holders 
of medical chairs, Meakins, as an original investigator, was 
himself a shining example as the most active, industrious, 
and prolific worker in his own department. A large number 
of papers soon appeared which bore the imprint of his active 
and critical mind—many, indeed, classics in their own way, 
as witness his early account of blood-flow in mitral stenosis, 
published as long ago as 1923. Moreover, while in 
Edinburgh he completed his monograph, Respiratory 
Function in Disease, itself revealing a new clinical 
approach. 

His acceptance of the chair of medicine at McGill in 
1924 was a blow to the development and application of 
me'hods of cl ncal investigation in the Edinburgh Medical 
School at a critical time. Nevertheless. his five vears at 
Edinburgh provided a lasting stimulus to all who came 
under his influence. On his part, the added experience of 
daily clinical work and the teaching of the large classes with 
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which he was confronted in Edinburgh made in turn a deep 
impression on him, which no doubt subsequently influenced 
his responsibilities and powers as physician-in-chief at the 
Royal Victoria Hospital, Montreal. 

Jonathan Meakins was a great man, a great physician, and 
a great friend to many on both sides of the Atlantic. As 
his last house-physician in Edinburgh, before he returned 
to Canada, and as a friend of many years, I value greatly 
this opportunity to pay this small tribute to his memory. 


JOHN KIRK, M.B., F.R.C.S., F.R.C.S.Ed. 


The obituary of Professor John Kirk was published in 
the Journal of October 10 (p. 698). 

Professor W. J. E. Jessop writes: I first met John Kirk 
six years ago when he and I were asked by the General 
Medical Council to visit preclinical departments of the 
British and Irish medical schools. After accepting the task 
it became clear to me that the outcome would depend very 
much on the degree of co-operation between the two 
preclinical visitors, and I looked forward to meeting my 
opposite number in anatomy with great interest. A close 
association over four years confirmed my early conviction 
that I had indeed been fortunate in my colleague. Without 
abating one whit of his enthusiasm for his subject, or of 
his loyalty to his fellow anatomists, he could discuss the 
relationship of anatomy to physiology in the curriculum and 
in the time-table with the greatest sympathy and under- 
standing. It rapidly appeared that there was no need to 
be guarded or circuitous in approaching these discussions. 
He invited frankness and continuously responded with 
constructive suggestions. His attitude is illustrated by one 
episode. Referring to a student in whom we were both 
interested, and who was having some difficulty in reaching 
a satisfactory division of his time between anatomy and 
physiology, he wrote to me. “ Please tell him that I rely 
on him not letting anatomy down by omitting to give 
physiology a square deal. ‘In medias res salus est,’ which, 
being freely interpreted, might be rendered ‘Structure 
without function is dead.’” 

His cheerful companionship and his fund of experience 
from a very full life lightened many a journey, but, more 
than anything else, the qualities that endeared him to 
everyone wherever we went were his friendliness and 
kindness and his transparent sincerity. 


Medical Notes i in a Paritament 


HOSPITAL BUILDING PROGRAMME 


St. Thomas's Hospital 

St. Thomas's Hospital, London, is one of six new hospitals 
(including two dental hospitals) on which work is expected 
to begin during the financial year 1960-1. A progress report 
presented by the MINISTER OF HEALTH on November 4, in 
response to a question by Mr. J. SLaTerR (Sedgefield, Lab.), 
states that plans are being prepared for the entire rebuilding 
of this teaching hospital, of which the cost of the first phase 
may be of the order of £2m. 

The other three are the Royal Marsden Hospital, Sutton, 
a branch of the Royal Marsden teaching hospital, which is 
to be developed as a medical nuclear physics centre, 
including 86 beds for cancer patients in the first phase 
(which is expected to cost about £750,009) ; Slough general 
hospital, a new hospital of 300 beds; and Truro general 
hospital, of which the first phase will comprise 180 beds. 
The two dental hospitals will be a teaching hospital in 
Birmingham and a teaching hospital adjacent to University 
College Hospital, London. 


Hospital Building Since the N.H.S. Act 
The question asked also how many new hospitals had 
been built since the introduction of the National Health 
Service Act. The summarized answer is that six new 


England 
( 


hospitals had been partially completed and are in use, and 
that work on nine others is in progress. The full list is as 
follows: 


New Hospitals Partially Completed and in Use 


‘ | Details of Work Already Done 
Hospital Type and Further Planned 


1) | Balderton Hall, Mental First phase including 252 beds 

near Newark deficiency completed at cost of over £1m.; 
second phase of 156 beds being 
planned 


(2) | Good H General | Six ward units totalling 162 beds at 

Sutton Coldfield a cost of £100,000 in use for 

| pre-convalescent geriatric 

| patients, to which supporting 
facilities are now being added 


(3) | Greaves Hall, Mental First phase including 220 beds 
Southport deficiency completed at cost of about 

£900,000; second phase to bring 
the number of beds to 610 about 
to start; further phase being 
planned 


(4) | Princess Margaret, | General | First phase comprising mainly out- 
Swindon patient and casualty services 
completed at cost of about 
£700,000; a ward block of more 
than 300 beds is at advanced 
stage of planning 


Wales 
Oakwood Park, Mental First phase of adaptations to 
near Conway deficiency provide about 100 permanent 
beds completed; plans for further 
villas now being considered 


West Wales, General Replacement of war-tirne hutied 

Glangwili hospital. First phase including 
three-story ward block with 96 
beds as well as nurses’ home 
completed at cost of £m. Work 
proceeding on second phase 
which includes another ward 
| block, out-patients’ department, 
{| and laboratories, at estimated 
cost of £600,000 


New Hospitals on Which Work is in Progress 


Hospital | Type | Details of Work in Progress 


England 
(1) | Cambridge .. | Teaching | This first phase includes an ou'- 
patients’ department and 94 beds 
comprising neurological and 
orthopaedic unit, estimated to 
cost nearly 


(2) | Crawley General Out-patient, casualty, and maternit» 
departments, estimated to cost 
over £300,000 


~(3) Harlow First phase including out-patient 
and casualty departments at an 

estimated cost of about £450,000 

} This will be followed by provision 
| f of acute and maternity beds as 
_| | | second phase 


(4) Hensingham, pa First phase expected to be finished 

W. Cumberland shortly includes geriatric and 
psychiatric units, estimated to 
cost £750,000. A further phase 
is at advanced Stage of planning 


(5) Huddersfield - | | Site works in “hand 


© 


Sheffield ‘ Teaching Fizst phase including out- patients’ 
department at estimated cost o! 
100,000 


| 
| 
| £5 
| 
| 


Welwyn- Hatfield General Hospital of 330 beds at estimated 
cost of over £2m. A psychiatric 
unit is also being planned 


Ww ales 

(8) | Lianfrechfa Mental | Work almost compleied on four 

Grange, deficiency villas with 200 beds and other 

Newport services, including occupational 

| therapy dzpartment at estimated 

cost of £450,000. A _ further 

phase is being planned to include 
4 more villas with 200 beds 


9) "Singleton Park, General The first phase including out- 
Swansea patients and x-ray departments 
expected to be completed by end 
of year at estimated cost o! 
£400,000. Plans well advanced 
| for second phase including 256 

beds and operating theatres a! 
| | estimated cost of over £1m. 
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OTHER QUESTIONS 


Medresco Hearing-aids 


In reply to questions from several members, Mr. D. WALKER- 
SMITH stated in a written reply on November 2 that there had 
recently been shortages of some repair parts for Medresco valve 
hearing-aids, which arose primarily from production difficulties. 
Steps had been taken, in conjunction with the Postmaster-General, 
to increase supplies, and deliveries were now adequate except of 
receiver leads. Transistor aids were already being supplied to 
children, and the Minister hoped to begin supplying them to adults 
next spring. 


Drugs and Appliances for Private Patients 

Captain H. B. Kersy (Arundel and Shoreham, Con.) asked the 
Minister of Health if he would now introduce legislation to enable 
private patients to obtain their drugs and appliances on the same 
terms as N.H.S. patients 

Mr. WALKER-SMITH, in a reply on November 4, stated: “ The 
Government attach importance to the preservation of private 
practice and the right of patients to resort thereto, and would 
certainly consider making drugs available to private patients on 
National Health Service terms, in the context of available 
resources and competing claims, if it were shown that the present 
position was endangering the existence of private practice or 
preventing any substantial number of people from availing them- 
selves of it who would otherwise wish to do so. But they have 
no present plans for legislation on this subject.” 


Influenza Vaccination 


Colonel A. R. Wise (Rugby, Con.) asked the Minister on 
November 6 what special arrangements he was making this year 
for vaccination against influenza. Mr. WALKER-SMITH said he 
did not at present think that any special arrangements were 
necessary. The decision whether or not vaccination was desirable 
in any individual case must rest with the medical practitioner. 
But from the information and expert advice available to the 
Minister there was at present no evidence to suggest that there 
would be a major epidemic of influenza in this country during the 
coming winter. Moreover, it is not possible to idertify in 
advance the particular strain of influenza virus that would cause 
such an epidemic if one should occur. Present circumstances were 
thus quite different from what they were in the autumn of 1957. 


Hospital Beds for Mental Patients 


The Minister oF HeattH informed Mr. N. Dopps (Erith and 
Crayford, Lab.) on November 3 that the daily average number 
of N.H.S. hospital beds occupied during 1958 was 418,000, of 
which 48% were occupied by patients suffering from mental 
disorder. 

Similarly, the SECRETARY OF STATE FOR SCOTLAND told Dr. J. 
Dickson Mason (Greenock, Lab.) that the total number of 
hospital beds in Scotland occupied at March 31, 1959, was 54,721. 
Of these, 20,786 or 38% were occupied by patients suffering from 
mental and psychoneurotic disorders, and 4,909 or 9% by patients 
suffering from mental deficiency, 


Royal Commission on Doctors’ Pay 


Mr. JoHN RANKIN (Glasgow, Govan, Lab.) asked the Minister 
of Health on November 9 when the Report of the Royal 
Commission on doctors’ and dentists’ pay could be expected; 
and if he would make a statement. Mr. WALKER-SMITH, in. a 
written reply, stated: “‘ I am informed that the Royal Commission 
have taken and considered all the evidence they require and that 
their report is now being drafted. I cannot of course say precisely 
when it will be submitted, but I know the Commission are 
proceeding urgently with their task.” 


N.H.S. Superannuation Deficit 


The MINISTER OF HEALTH, in a statement on the report of the 
Government Actuary’s investigation of the National Health 
Service Superannuation Scheme, said that the Government 
Actuary found that on March 31, 1955, there was a deficiency in 
the scheme of £79.5m. Of this, £34m. was an initial deficiency 
attributable to decisions at the inception of the scheme to give 
recognition to the existing rights and expectations of those 
transferred to the N.H.S. when it was set up, and to the entry 
into the scheme at that time of persons at ages above the normal 
ages of entry to the Health Service. About £40m. was attributable 
to rises in wages and salaries since 1948. It was proposed that the 
deficiency should be dealt with as follows. The superannuation 
account would be credited with £34m., representing the “ initial 
deficiency.” An accounting adjustment would be made retro- 


spectively from 1948 in order to meet the whole of the deficiency 
of £4.1m. arising from payments in respect of practitioners who 
maintain individual policies. Employees’ contributions would not 
be increased, but in future interest would not be paid on contribu- 
tions returned to employees who voluntarily left the Health 
Service before becoming entitled to any superannuation benefit. 
It was estimated that this would produce a saving of about £0.9m. 
The balance of the deficiency—-namely, £40.5m.—would be liqui- 
dated over a period of approximately 20 years by adding to the 
present employers’ contribution a special supplement of 14% of 
salary. The staff interests concerned were being informed and 
their observations invited prior to the laying of the necessary 
draft regulations before Parliament. 

The SECRETARY OF STATE FOR SCOTLAND, in a corresponding 
statement on the Scottish scheme, said that the Government 
Actuary found that on March 31, 1955, there was a deficiency 
of £6m. Of this £1.5m. was an initial deficiency mainly 
attributable to similar decisions taken at the inception of the 
scheme, and most of the remainder is attributable to increases in 
wages and salaries since 1948. 

The superannuation account was to be credited with £1.5m., 
representing the “ initial” deficiency; an accounting adjustment 
would be made retrospectively from 1948 in order to meet a 
deficiency of £0.2m.; the cessation of interest payments is 
estimated to produce a saving of about £0.1m.; and the balance 
of the deficiency—namely, £4.2m.—would be liquidated over a 
period of approximately 20 years by increasing the rate of the 
employers’ contribution by a special supplementary rate of 14% 
of salary. Employees’ contributions would remain at present 
rates. 


Vital Statistics 


Graphs of Infectious Diseases 

The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1950-8 are shown thus ------ , the figures for 
1959 thus ———-._ Except for the curves showing notifica- 
tions in 1959, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 


3000; RLET v 


8 
w 
a 
5 
=z 
WEEKS 
90- MENINGOCOCCAL INFECTION 
Ss A 
= 
=z 


Lowest 1950-58 
2 24 283236 40 44 48 52 
WEEKS 


. 
and 
as 
eds 
m.; 
Ing 
Sal 
for 
tric 
eds 
out 
ing 
out 
ing 
ul- 
put 
ore 
ed 
to 
er 
- 
t- 
} 
} 
2500} 
st | 
it 
n 
| ; 
) ¥ 
¥ 


1030 Nov. 14, 1959 


Scotland in Second Quarter 


The birth rate for the second quarter of 1959 was 20.0 and 
was 0.7 above the average of the five preceding second 
quarters. The infant mortality rate was 26 and the neonatal 
mortality rate was 18 per 1,000 registered live births ; both 
these rates were 1 below the rates for the second quarter of 
1958. The stillbirth rate was 2! per 1,000 total births and 
was the lowest rate ever recorded for any quarter. The 
general death rate was 11.1 per 1,000 population, which was 
0.7 lower than in the preceding June quarter and 0.4 below 
the average of the five preceding second quarters. 

Deaths attributed to the principal infectious diseases 
numbered 66, 23 more than in the preceding second 
quarter. They included 50 from influenza, 8 from 
meningococcal infections, 7 from measles, 1 from scarlet 
fever. One death was registered from acute poliomyelitis. 
The 130 deaths from tuberculosis were 4 fewer than in the 
second quarter of 1958; 115 of the deaths were attributed 
to respiratory and 15 to other forms of tuberculosis. Deaths 
from violence numbered 664; these were 13 fewer than in 
the preceding second quarter. Accidents in the home 
caused 236 deaths and road transport accidents 167 deaths. 
Compared with the second quarter of 1958 there were 54 
fewer fatal accidents in the home but 43 more fatal road 
transport accidents. 


Infectious Diseases 


Areas where numbers of notifications were high in the latest 
two weeks for which figures are available. 


Week Ending 
Dysentery Oct. 24 Oct. 31 
Essex 17 15 
Ilford M.B. 6 il 
Lancashire 93 138 
Bolton C.B. 9 10 
Liverpool C.B. 26 28 
Oldham C.B. 5 21 
Worsley U.D. 26 29 
London 58 41 
Warwickshire 30 25 
Coventry C.B. 1S 15 
Yorkshire East Riding 9 14 
Kingston upon Hull C.B. ; 7 10 
Yorkshire West Riding 122 74 
Barnsley C.B. 19 28 
Huddersfield C.B. ni 25 21 
Leeds C.B. da 37 13 
Glasgow . 182 120 
Dundee il 25 
Edinburgh 14 25 
Measles 
Lancashire 239 295 
Liverpool C.B. 56 94 
Acute Poliomyelitis 
London... 4 3 
Islington 0 2 
Typhoid Fever 
Paratyphoid Fever 
London ae = 0 3 
Food-poisoning 
Lancashire 42 58 
Whiston R.D. 26 
Yorkshire West Riding : wa 10 22 
Spenborough M.B. 2 14 


VITAL STATISTICS 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending October 24 
(No. 42) and corresponding week 1958. 


Figures of cases ate for the countries shown and London administrative 
county. Figures of deaths and births are for the whole of England and 
Wales (London included), London administrative county, the 17 principal 
towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
principal towns in Eire. 

A biank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-Genera! of 
England and Wales, Scotland, N. Ireland, and Eire, the M-nistry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire 


1959 1958 
CASES [Ss ia |g 
S' sis | SI SE 
Dysentery | $8) 254, 6| S| 658} 73] 170] 3 
Typhoid... | 4 af 4 oul of 
Paratyphoid .. | 8 O1(B) 1(B) 6 
Food-poisoning .. 179 26 9 j 259 35 24 
diarrhoea under | | H 
2 years... | 28; 34 \ ti) 34 
Measles* | 1.019 26 28 16 47] 3,739 198] 38] 12! 139 
fection 0 0 2| 4, Oo 
torum 24 3 4 0 es 3 9 0) 
Pneumoniat | 187 14 141) | 144 
Paralytic ee 18 2 0 > 47 6 
Non-paralytic .. 10 2 0 } { 23 | 
Puerperal fever§ | 203 16 13 215) 16) 
Scarlet fever... , 939, 48 134) 30 41 | 795| 70} 20) 27 
Respiratory 474 59 22 507, 68] 17 
Non-respiratory | 56 3 13 8 74 S| 14 7) 
Whooping-cough $43, 36 11S. 13 476) 1s} 83 33 


1959 1958 
2 = el Fle El. 
Diphtheria | 0 0 0 0 0} 0; 0 
diarrhoea 
2 years | 4 8; 1 0; 0 
Pneumonia } 373) 20! 18} 7 345' 23) 157 14 
Scarlet fever | oO | 0 8 oO 
Respiratory } 3 2 3 6 3; O 3 
Non-respiratory |} 1! 0} | 0 } ry 0 
Whooping-cough 0 0 ; 0 0 0 0 
Deaths 0-1 year .. | 25, 28 | 10] 255| 30} 6, 8 
stillbirths) 8,383 669 523 | 124 8,630, 543, 95, 161 
LIVE BIRTHS | 13,620 1182) 959! 368 | 14,208) 1182/1092] 221| 405 
STILLBIRTHS.. 275, 24, 28, 27i| 24) 


* Measles not notifiable in Scotland, whence returns are approxiraatc. 
t Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 
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Medical News 


Rockefeller Foundation Grants 

The Foundation’s grants during the third quarter of 1959 
totalled over $14m., of which $546,135 went to the medical 
and natural sciences. Grants to this country included 
£10,500 to the London Hospital Medical College for a 
study of hereditary variations in human chemistry and a 
further £5,000 to the Medical Research Council for work 
at Cambridge University on the x-ray crystallography of the 
proteins haemoglobin and myoglobin. Individual grants 
were made to Dr. A. KLUG to visit centres of x-ray 
crystallography and of virus research in the United States, 
and to Professor W. S. WALTON to observe the teaching of 
preventive medicine and public health, both there and in 
Canada. Five fellowships for work in America allocated 
to the M.R.C. have. been awarded to Dr. I. P. C. Murray, 
Dr. MarGaret M. Pratts, Dr. J. O. Dr. K. B. 
Taytor, and Dr. L. G. Wuirsy. 

Of general interest is the $40,000 grant made to the Commission 
on Health Services of the City of New York, which is studying 
ways of cutting the rapidly rising cost of medical care in the 
city’s hospitals. The Foundation’s report says that it is now 
258% per patient per day above the 1946 figure, and that, 
reflecting this rise, Blue Cross rates increased 22.3% in 1958, 
with a further increase of 34.2% requested for 1959. 


Royal College of Surgeons of Edinburgh 

At the annual meeting of the College on October 21 it 
was announced that the following would hold office for the 
ensuing year : 

President: Professor J. Bruce; Vice-presidents: Professor 
N. M. Dorr, Mr. W. W. GacsraitH; Secretary: Mr. C, W. A. 
FaLconerR; Treasurer: Mr. J. J. Mason-Brown; President's 
Council: Mr. R. S. Barctay, Mr. J. R. Cameron, Dr. J. B. 
Dewar, Professor D. M. DouGtas, Mr. E. L. FARQUHARSON, 
Mr. J. N. J. Hartwey, Professor R. J. Ketrar, Dr. R. G. 
MacsetH, Dr. D. S Mippteron, Mr. J. A. Ross, Professor G. I. 
Scorr, Mr. J. A. SHepHerp, Mr. T. I. WiLtson; Representative. 
on G.M.C.: Mr. K. PATERSON Brown ; Conservator of Museum: 
Professor E. C. Mexkie; and Honorary Librarian: Sir WALTER 
MERCER. 


The following candidates were admitted Fellows: 

I. R. Beavis, G. T. Buacat, W. P. Brack, I. S. Brown, J. M. 
BucHanaNn, K. T. Cuan, I. J. CUNNINGHAM, J. L. H. Cuaran Das, 
A. G. S. Dassenarke, S. P. Duanpa, P. D. Dosut, D. S. 
Eastwoop, J. K. Fozpar, R. K. Ganout, J. M. Gate, I. E. 
Gutespie, C. Grant, J. L. Gurra, J. J. F. J. HARVEY, 
K. T. Heskxetn, J. F. Hickey, K. V. Honavar, C. H. A. Hoy, 
F. E. S. Kemer, G. A. Lawrence, I. N. Lee, D. S. Lertcn, 
J. A. Lonpon, J. M. Main, H. H. Massie, P. Mazumper, P. E. 
Micuae.ipes, C, J. E. Monk, M. P. Nyun, A. G. Pertna, D. J. 
Dyson Perrins, M. Puiwip, S. S. T. S. J. S. 
Georce, M. V. Sarma, P. R. Scorr, M. Et Din Sepky, M. N. 
SHarMA, V. N. SHARMA, R. K. SuHevat, F. F. SILK, K. SINGH, 
C. L. Smiru, M. V. Soop, T. G. Sprunt, N. G. SUTHERLAND, 
P. W. Tapsect, J. R. THomson, R. M. Tootu, H. C. VAN DER 
Post, E. J. VAN HEERDEN, P. C. VANNIASINGHAM, H. N. VERMA, 
H. J. K. Vievra, F. R. Witson, S. K. Wonca. 


Assistant Editor, Medical Association of. South Africa 

The Medical Association of South Africa is inviting 
applications from medical practitioners for the post of 
Assistant Editor at its head office in Capetown. The salary 
scale is £2,180 to £2,600 a year, and the successful applicant 
must have a knowledge of the Afrikaans language. 
Applications must reach the Secretary, Medical Association 
of South Africa, P.O. Box 643, Capetown, by December 31 
this year. (See Journal, advertisement p. 57.) 


Anglo-French Exchange Bursaries 

Applications are now invited for the bursaries which will 
be awarded in 1960 to young British doctors under the 
exchange scheme arranged by the French Embassy in 
London between the Institut National d’Hygiéne in Paris 
and the Ciba Foundation in London. The value of the 
French grants is 87,000 fr. a month, tax free, and they will 


be awarded for periods of two to four months to medical 
men who wish to obtain clinical experience or carry out 
research in France. Application forms and details may be 
obtained from the Director, The Ciba Foundation, 41, 
Portland Place, London, W.1. The closing date is January 
30, 1960. 


Students’ Club Extension at St. Thomas’s 

On October 28 the Students’ Club extension at 
St. Thomas’s Hospital Medical School was informally 
opened by the Vice-Chancellor of London University, Dr. 
C. F. Harris. The new building, which occupies a space 
between St. Thomas’s House and the site of the new 


(Hatchard-Smith and Bertram, Architects 
Lambeth Palace Road, under construction, is an ingenious 
demonstration of multum in parvo: it has cost £51,000, 
and has men’s and women’s lockers and changing-rooms, 
squash courts, a games room (which is shown here), a rifle 
range, a music room, and facilities for many club activities, 


Conference on Venereal Diseases 

A general assembly of the International Union against 
the Venereal Diseases and the Treponematoses was held 
in London from October 13 to 17, and delegates from many 
parts of the world attended. The papers and discussions 
ranged over the psychological background of promiscuity, 
both in the prostitute and her client ; migration as it affected 
venereal problems; the treponematoses; and _ control 
programmes. Clinical papers on various aspects of the 
problem were read by delegates from Germany, France, 
America, and the United Kingdom. 


Forensic Science Society 

A Forensic Science Society was formed at a meeting held 
on October 31. All persons professionally interested in 
forensic science are eligible for membership. The president 
of the Society is Dr. J. B. Firtu, and the secretary Dr. 
E. G. C. CLarke, of the Royal Veterinary College, London, 
N.W.1, from whom further information can be obtained, 

The object of the Society is to advance the study and 
application of forensic science in all its branches, and a series 
of symposia, to be held alternately in London and in the 
provinces, is being arranged. Among the subjects suggested for 
discussion are blood, hypoglycaemia, street accidents, and 
instrumentation. 
Roman Boat under Guy’s 

The well-preserved timbers of a large boat, believed to 
be Roman, have been found between 14 and 19 ft. below 
the level of the road on the site of Guy’s Hospital’s new 
surgical block. A rib and part of the keel will be removed 
before the trench is filled in. (The Times, November 9.) 


Dr. G. Lissant Cox, C.B.E., 80 

On November 4, some of Dr. Lissant Cox’s friends and 
fellow colleagues of the Tuberculosis Association celebrated 
his 80th birthday with a dinner at which he was presented 
with a book and the Varrier-Jones memorial medal for 
distinction in the field of tuberculosis. Sir ALLEN 
DALEY presided on this pleasant and informal occasion, 
paying tribute in a speech to Dr. Lissant Cox’s pioneering 
work in Lancashire’s tuberculosis service—not forgetting his 
present success as a fruit-grower. 


ak 
24 
iv 
ra! 
14 
of 
th 
age 
= 
Br 
7 ie 
: 


1032 Nov. 14, 1959 


MEDICAL NEWS 


Bririsu 
MEDICAL JOURNAL 


COMING EVENTS 


British Tuberculosis Association—Ordinary meeting, 
Manson House, 26, Portland Place, London, W.1, November 
20, 5 p.m. Presidential address: Dr. J. G. SCADDING, 
“On Keeping the Rules.” Dr. I. SUTHERLAND, D.Phil. : 
“The Present Scope for Preventing Tuberculosis by 
Vaccination of School Leavers.” 


Businessmen’s Health.—One-day conference for business 
executives, November 20, Royal Festival Hall, London. 
Tickets 4 guineas (including coffee, lunch (with wines), and 
tea), from the Chest and Heart Association, Tavistock House 
North, Tavistock Square, London, W.C.1 (EUS 3012). 


“Doctor's Waiting Room.”—Exhibition at the Design 
Centre, 28, Haymarket, London, S.W.1, open to November 


Alcoholics Anonymous.—Open meeting, Central Library, 
Snow Hill, Wolverhampton, November 19, 8 p.m. Guest 
speaker: Dr. ANTON STEVENS. Members of A.A. will also 
speak. 

Faculty of Radiologists.—Fifth Crookshank Lecture : 
Professor Sir Cuartes Dopps, F.R.S., “ Reflections on 
Cancer Research,” November 20, 4.30 p.m., Royal College 
of Surgeons, Lincoln’s Inn Fields, London, W.C.2. Open 
to all members of the medical profession. Admission free. 


British Association in Forensic Medicine.—Symposium : 
“ The Association of Trauma and Disease.” King’s College 
Hospital Medical School, November 21, 10 a.m. 


Edinburgh Postgraduate Board for Medicine.—Post- 
graduate course in gastro-enterology, Western General 
Hospital, Edinburgh, March 21-26, 1960. Details from the 
Director of Studies of the Board, Surgeons’ Hall, Edinburgh, 
8, or Journal, advertisement p. 83. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, November 16 


Guy’s Hospitat.—At Physiology Lecture Theatre, 5.15 p.m., endocrine 
demonstration: Thyrotoxicosis. 

HIUNTERIAN Soctety.—At Apothecaries’ Hall, 8.30 p.m., debate: That 
Education of the Public in Medical Matters is to be Deprecated. Proposed 
by Dr. Richard J. Asher and Mr. Guy Warrack. Opposed by Dr. 
ow Flack (Editor, Family Doctor) and Mr. Wynford Vaughan- 

omas. 

PosTGRADUATE MEDICAL ScHooL or LONDON.—4 p.m., Professor A. Kekwick: 
Some Disorders of Fatty Tissues. 

St. ANDREews UNIVeRSITY.—-At Demonstration Room, Department of 
Medicine, 4 p.m., Mr. W. F. Walker and Dr. H. G. Morgan: Electrolyte 
Disturbances from Abdominal Operations. 


Tuesday, November 17 


British PosToRaDuATE Mepicat Feperation.—At London School of 
Hygiene ana Tropical Medicine, 5.30 p.m., Dr. C. E. Dalgliesh: 
Biochemical Aspects of Disorders of Aminoacid Metabolism. 

ILrorD Mepicat Soctety.—At King George Hospital, Ilford, 8.45 p.m., 
general practitioner clinical meeting. 

INSTITUTE OF DeRMATOLOGY.—S5.30 p.m., Dr. G. C. Wells: Histochemistry 
of the Skin (ID. 

Leeps Neurovocicat Scrences CoLtoqutum, 1959-60.—At Littlewood Hall, 
General Infirmary at Leeds, 5.15 p.m., Sir Charles Symonds: Some 
Observations on the Facilitation or Arrest of Epileptic Seizures. 

Liverpoo. Universiry.—At Large Lecture Theatre, New Medical School, 
5.15 p.m., Lady Jones Lecture in Orthopaedic Surgery by Mr. R. I. 
Stirling: Mutability of Living Bone. 

@Liverroo. University: Department oF Extrk\-MURAL STupIEs.—At 
Medical School, Ashton Street, 7.30 p.m., Dr. H. Wilson: Actions of 
Drugs on the Cardiovascular System. 

POSTGRADUATE Mepicat Scnoot or Lonpon.—-4 p.m., Dr. E. H. Belcher 
Isotope Dilution Analysis 

Researcu Derence Society.—At Physiology Lecture Theatre, University 
College London, 5.30 p.m., 28th Stephen Paget Memorial Lecture by 
Sir Solly Zuckerman, F.R.S.: Inevitability of Science. 

Royal Mepicat Cottece.—S p.m., Dr. J. St. Clair Elkington: 
Carotid and Basilar Insufficiency. 

COLLFGE OF PHysIciaANs OF LONDON.—S p.m., Lloyd-Roberts Lecture 
by Sir Kenneth Clark, C.H., K.C.B.: Art and Society. 

RoyYaL COLLEGE OF SURGEONS OF ENGLAND.—S5S p.m., Hunterian Lecture by 
soya R. L. Huckstep: Recent Advances in the Surgery of Typhoid 
ever. 

St. Mary's Hosprtrat Mepicat Scnoor.—At Wright-Fleming Institute, 
5 p.m., Dr. Geoffrey Barber: Obstetrics in General Practice. 


Wednesday, November 18 


EuGenics Society.—At Royal Society, Burlington House, Piccadilly, W., 
5.30 p.m., Dr. A. E. Mourant: Blood Groups in the Study of Human 
Populations. 

HARVEIAN Society OF LONDON.—8.15 p.m., Professor Alexander Haddow, 
F.R.S.: Chemotherapy of Cancer. 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. J. A. Dudgeon: Virus Diseases 
ay 


INSTITUTE OF DISEASES OF 1HE CHEST.—S p.m., Mr. T. Holmes Sellors: 
Pulmonary Stenosis. 

Institute OF UroLtocy.—4.30 for 5 p.m., Mr. D. E. H. Phillips: 
Implantation of Ureter. 

Lonpon UNiversity.—At King’s College, Strand, London, W.C., 5.30 p.m., 
special University Lecture in Pharmacology by Professor Alfred Gilman: 
Pharmacological Basis of Diuretic Drug Therapy. 

MIDLAND Mepicat Society.—At Dudley Road Hospital, 8.15 p.m., clinica! 
mecting 

POSTGRADUATE Mepicat ScHoot Or LONDON.—2 p.m., Professor C. FE 
Dent: Balance Tests. 

Quaker Mevicat Socrery.—At Small Meeting House, Friends House, Euston 
Road, N.W., 8 p.m., Lister Lecture by Mr. Robert Roaf: Death on the 
Roads, Do We Care ? 

Royal FacuLty oF Pxysicians AND SurRGEeONS OF GLasGow.—At Maurice 
Bloch Lecture Theatre, 5 p.m., Lock Lecture by Professor A. Hemingway: 
Pumps and Pressures. 

Royal InsTiTUTE OF Puptic Heattu HyGiene.—3.30 p.m., Dr. J 
Greenwood Wilson: Work of the Port of London Health Authority 
(illustrated). 

Royat Soctery or Heatta.—At Caxton Hall, London, S.W., 2.30 p.m.. 
Miss Eileen Younghusband and Dr. John A. Scott: Social Workers and 
the Local Heaith and Welfare Authority. 

Sr. ANprews Untverstty.—At Demonstration Room, Department of Medi 
cine, 2.30 p.m., Dr. H. G. Morgan: Metabolism of Calcium and of Bonc. 


Thursday, November 19 

BritisH INstiruTe OF RADIOLOGY.—-8 p.m., Dr. R. O. Murray: Skeleta! 
Changes Associated with Steroid Therapy. 

BrittsH PosTGRADUATE Mepicat Feperation.—At London School of 
Hyziene and Tropical Medicine, 5.30 p.m., Dr. M. D. Milne: Clinica! 
Aspects of Disorders of Aminoacid Metabolism. 

HonyMan GtLtespre Lecrures.—At Anatomy Theatre, University New 
Buildings, Teviot Place, Edinburgh, 5 p.m., Dr. Eric Samuel: Radiology 
of Arterial Disease. 

@INstirute oF Onstetrics anp Gynarcotocy.—At Chelsea Hospital for 
Women, 4.30 p.m., Dr. T. N. MacGregor: Abnormalities of the Structure 
and Function of the Ovaries. 

LrverPoot Mepicat INSTITUTION.—8 p.m., Professor L. J. Witts: Smal! 
Intestine in Clinical Medicine. : 

Nurrietp OrtHopaepic Centre.—At Wineficld-Morris Orthopaedic Hospi- 
tal, 8.30 p.m., Dr. A. Lichtwitz: Laboratory and Clinical Diagnosis of 
Generalized Osteopathies. 

PostGrapuate Mepicat SCHOOL OF LonDON.—4 p.m., Dr. T. Alper, Dr. M. 
Ebert. and Dr. R. H. Thomlinson: Biological Effects of Radiation. 

Royat CoLLece OF SuRGEONS OF ENGLAND.—S p.m., Erasmus Wilson 
Demonstration by Dr. L. W. Proger: Recent Additions to the Museum. 

Roya Eve Hosprrat.—3.30 p.m., Dr. T. H. Whittington: Ophthalmic 
Prisms and their use in Refraction Work. 

Royat Soctery or Tropica. Mepicine anp Hyotene.—At London School 
of Hygiene and Tropical Medicine, 7.30 p.m., laboratory meeting. 

St. Georce’s Hosprrat Mepicat ScHooLt.—S p.m., Dr. Desmond Curran: 
demonstration in psychiatry. 
Untversity Cottrce LONDON: DFPaRTMENT OF BIOCHEMISTRY.—At Physio- 
logy Theatre, Govcr Street, W.C., 5 p.m., public lecture by Dr. P. N. 
Campbell: Synthesis of Protein by the Cytoplasmic Components of 
Animal Cells—(111) Correlation between Protein Synthetic Activity and 

Morphology at tne Cellular and Sub-cellular Level. 


Friday, November 20 

British TUBERCULOSIS AssOcIATION.—At Manson House, 26, Portland 
Place, London, W.. 5 pm.. ordinary meeting. Presidential address by 
Dr. J. G. Scadding: On Keeping the Rules. Dr. Tan Sutherland: 
Present Scope for Preventing Tuberculosis by Vaccination of Schoo! 
Leavers. 

Facutty or Rapioroctsts.—At Royai Colleee of Surgeons of England. 
4.39 p.m.. Sth Crookshink Lecture by Sir Charles Dodds, F.R.S.: 
Reflections on Cancer 

@INstirute oF p.m., Dr. D. 1. Williams: clinica! 
demonstration. 

INSTITUTE OF DISEASES OF THE CuEest.—5S p.m., Dr. J. N. Pattinson: 
Radiological demonstration. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., special lecture by 
Dr. R. E. O. Williams: Epidemiology of Respiratory Infections in 
Hospitals. 4 

INsTITUTe OF NeUROLOGY.—4.45 p.m., Dr. Macdonald Critchley: Evolution 
of Man's Capacity for Language. 
PLtymMouTH MeptcaL Socrety.—At Freedom Fields, 8.30 p.m., joint meeting 
with Plymouth Division, B.M.A., Lord Taylor of Harlow: Future of 

General Practice. 

POSTGRADUATE MeEpDicaL ScHoot oF LoNpoN.—{1) 10 a.m., Mr. A. J. H. 
Rains: Biliary Calculus—A Review of Research. (2) 4 p.m., Dr. J. F. 
Goodwin: Pulmonary Hypertension. 


Saturday, November 21 
Brocuemicat. Soctery.—At Department of Physiology, Bedford College. 


London, 10.20 a.m., meeting. 
BRITISH ASSOCIATION IN FORENSIC MEDICINE.—At King’s College Hospital 
Medical School, 10 a.m., symposium: Association of Trauma and Disease. 


Sunday, November 22 

MANCHESTER UNtversity: FACULTY OF MEDICINE AND COLLEGE OF GENERAL 
PRACTITIONERS: NORTH-WEST ENGLAND Facutty.—At Theatre 1, Clinical 
Sciences Building, York Place, 11 a.m., Professor W. I. C. Morris: 
Obstetrics. 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 
Buckler.—On October 27, 1959, at Claremont Nursing Home, Shefficld. 
Yorks, to Margaret (formerly Lees), M.B., Ch.B., wife of T. Warwick 
Buckler, M.B., Ch.B., a son, 
DEATHS 
Ingram.—On October 14, 1959, at Hammersmith Hospital, London, W.. 
Leslie Lyle Ingram, M.B., B.Ch, 
Matthews.—On October 11, 1959, Thomas Arnold Matthews, M.B., of 
Richmond, Surrey, and Burnham Market, Norfolk. 
Suchett-Kaye.—On October 11, 1959, at St. Charles’s Hospital, London, 
W.. Beryl Daphne Suchett-Kaye (formerly White), M.R.C.S., L.R.C.P.. 
of 82, Christchurch Avenue, London, N.W., aged 45. 
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Any Questions? 


We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Immunization After Encephalopathy 


Q.—/s it better not to immunize infants against 
whooping-cough and other infections when there is a 
history of convulsions or evidence of brain injury ? 


A.—It is a good general principle that any child who is 
not well should not be vaccinated against any disease, 
especially with a bacterial vaccine. A history of convulsions 
or evidence of brain injury would indicate that the infant is 
not completely fit and well, and in such cases immunization 
procedures are not recommended unless the infant is at 
unusual risk to infection—e.g., is a smallpox contact or 
when there is whooping-cough in the household. It is not 
known if vaccination has a precipitating effect in children 
with lesions of the central nervous sysem, but the risk of 
death from pertussis is now so small that it is better not 
to vaccinate them. 

There is the further point that if, after immunization 
with pertussis vaccine or similar prophylactic, an infant 
developed some form of encephalopathy, the parenis (and 
the community) might believe that it was due to the vaccine 
(whereas, in fact, this might not be so) and confidence in 
prophylactics generally might thereby be undermined. 


Psoriasis of the Scalp 


Q.—Is there any preparation which can be used as a 
hair cream to minimize scaling in psoriasis affecting the 
scalp ? 

A.—An applicaiion for the local treatment of psoriasis of 


the scalp should be sufficiently fluid to reach the scalp and‘ 


not to remain merely on the hair; it should not be exces- 
sively greasy, but at the same time it should not evaporate 
completely. Applicatio detergens, B.N.F., is an emulsion 
which may be used as a base. A slightly thicker one may 
be an emulsion of 10% liquid paraffin in water with the 
addition of 3% emulsifying wax. To this may be added 1 
to 5% salicylic acid for the reduction of scaling. 

For a man with reasonably short hair ung. emulsificans 
aquosum would be a suitable base to which the same 
proportion of salicylic acid can be added. An application 
of this sort will keep down scaling but is not likely to 
remove the psoriasis. If it is desired to attempt removal of 
the eruption lig. picis carb. up to 10% may be added to the 
creams mentioned above. 


Warm-weather Running 


Q.—It has been observed by a headmaster that athletes 
always make better time in running events during warm 
weather. What is the explanation of this ? 


A.—That a warm and, in moderation, a hot external 
temperature is favourable to athletic efficiency is well 
recognized. Among the reasons for this are that the direct 
action of heat on muscles contributes to optimum 
contraction, decreased viscosity, and perhaps—although this 
is not certain—prevention of injuries. The familiar 
expression that an engine works best when hot may be 
related in the human machine to various chemical 
processes. A rise in temperature favours dissociation of 
haemoglobin in the tissues, and alters the velocity of 
chemical reactions and rapidity of diffusion to an extent that 
significantly increases the rate of lactic acid resynthesis. 
The blood is concentrated through the loss of water by 
sweating, so sparing the heart and increasing the supply of 
oxygen to the tissues (it is the practice in some athletic 


circles to take a warm bath before effort, although any 
consequent advantage is doubtful). 

There is of course a limit to physiological efficiency from 
increased body temperature. Probably the optimum for 
exercise is 102°-103° F. (38.9°-39.4° C.), although higher 
temperatures up to 105° F. (40.6° C.) are often encountered. 
The critical temperature is about 108° F. (42.2° C.), when 
irreversible changes may occur. Profuse sweating with salt 
depletion may induce cramps, and heat exhaustion is 
possible. But these conditions need be expected only in 
exceptional circumstances such as a marathon race under 
particularly sultry conditions. It is possible that repeated 
efforts on a very hot day, together with certain contributory 
factors, might lead to minor degrees of vasomotor 
depression with unpleasant but not serious symptoms. 


REFERENCES 
1 Abrahams, A., Lancet, 1951, 1, 1133. 
2 ——  ibid., 1951, 1, 1188. 
Needles in Spirit 


Q.—My suture needles frequently rust when kept in 
spirit. Why is this? Could you recommend a suitable 
preservative ? 

A.—Needles rust in spirit because all spirit contains some 
water. Presumably these needles are made of carbon steel. 
Two remedies are possible: (1) to use needles made of 
rustless steel; (2) to use a solution containing an anti- 
rusting ingredient, such as liquor boracis et formaldehydi, 
B.P.C., 1949 (borax 1.5 g., solution of formaldehyde 2.5 ml., 
phenol 0.5 g., water to 100 ml.). This has the advantage of 
being much more bactericidal than spirit. It will, in fact, 
sterilize completely. The irritating vapour from it may be a 
drawback, and it must of course be washed off the needle 
before this can be used. 


Sedative for Children 


Q.—What is a suitable sedative to give at night for rest- 
lessness and disturbed sleep for small children aged about 
2 or 3 years? 

A.—There is not, and probably cannot ever be, a sedative 
which will be satisfactory in every case all the time. So 
much depends on the reason for sedation and the cause of 
the disturbed sleep. Very often the difficulty is in getting 
off to sleep, and for this purpose a short-acting sedative in 
a moderate dose is quite adequate. Quinalbarbitone, 1} gr. 
(100 mg.), is safe and effective, and the use of chloral, 3-5 gr. 
(200-300 mg.), should not be despised. 

In children whose restlessness is directly due to emotional 
stress methylpentynol in doses of 125 mg. twice daily is 
most useful. Promethazine hydrochloride 10 mg. in the 
evening has a prolonged mild sedative action and is 
generally fairly effective, but the use of phenobarbitone 4 gr. 
(30 mg.) once or twice daily should not be forgotten. 


Gastroscopes 


Q.—What types of gastroscopes are commonly used 
nowadays, and what are their respective merits and 
demerits ? 

A.—There are two gastroscopes in common use in this 
country, the Wolf-Schindler flexible gastroscope and the 
Herman-Taylor instrument. The Herman-Taylor has a 
slightly wider diameter and is a little less flexible, but has 
the tremendous advantage of controlled flexibility, and: this 
enables the operator to obtain an adequate view of the 
posterior wall of the stomach in most patients. As it is a 
little less flexible it is not quite as safe as the Wolf- 
Schindler, but with reasonable care the risk of damage to 
the oesophagus is only a slight one. The Herman-Taylor 
instrument needs less frequent overhauling than the Wolf- 
Schindler. The Wolf-Schindler instrument is the instrument 
of choice for use in patients who are elderly and fragile, 
and the Herman-Taylor is the best instrument for routine 
use. In any special clinic it is desirable to have both 
available. 
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Metabolism of Sodium Lactate 


Q.—When fluids containing sodium lactate (racemic) are 
administered intravenously at rates of 5-40 mEq lactate per 
hour, what proportion of the t- and D-forms respectively 
are metabolized, and what proportion excreted in the urine ? 


A,.—It was shown by Cori and Cori’ that in the rat most 
of administered p-lactic acid is converted to liver glycogen, 
whereas L-lactic acid is not, and up to 30% appeared in the 
urine. According to the studies of Hartmann and Senn,* 
administration intravenously of approximately 100 mEq of 
racemic sodium lactate to children results in the release of 
all the expected sodium for formation of bicarbonate. Only 
very small quantities of lactate appeared in the urine, even 
with these amounts, and 90% of the additional blood 
lactate had disappeared in 15 minutes. It is therefore 
believed that most of the p-form is also converted to 
glycogen in man and that the L-form is largely oxidized. 


REPERENCES 


Cori, C, F., and Cori, G. T., J. biol. Chem., 1929, 81, 389 


* Hartmann, A. F., and Senn, M. J. E., J. clin. Invest., 1932, 11, 327. 


Dysdiadokokinesis in a Child 


Q.—What is the significance of dysdiadokokinesis in all 
limbs in a mentally backward girl of 11? 


A,—Dysdiadokokinesis is a name sometimes used to 
describe incoordination of rapid alternating movements. 
and it is most commonly the result of a disturbance of 
cerebellar function. In this case it is present in all four 
limbs and has been present from an early age in association 
with mental backwardness. It is probable that the child 
is suffering from a cerebellar diplegia, resulting from a 
developmental defect, injury or anoxia at the time of birth. 
or an acute neurological disease in the neonatal period. 


Urticaria by the Seaside 


Q.——-A patient gets an urticarial rash when she goes near 
the seaside. Is there any protective lotion that would help? 


A.—Most of the cosmetic firms supply light-protective 
creams which are of value. Creams containing titanium 
dioxide may be applied and reduced to a thin smear by 
partial removal with damp cotton-wool, and cosmetics may 
subsequently be applied on this. Chloroquine, 200 mg. 
twice a day after meals, would afford some protection, but 
in all cases reasonable care must be exercised in avoiding 
undue exposure. A hat with a wide brim helps to protect 
the face. 

Silicone Spraying 

Q.—Is there any industrial hazard in spraying with 

silicones ? 


A.—The silicone resins and rubbers are non-toxic and 
no industrial hazard is likely to arise in spraying these. 
Fairhall’ reports that the vapours of hexamethyl 
disiloxane cause transient irritation of the conjunctiva and 
that repeated skin contact with solvent compounds should 
be avoided. 


REFERENCE 


' Fairhall, L. T., Industrial Toxicology, 1957, 2nd ed., p. 108. Williams 
and Wilkins Company, Baltimore. 


Cherry-stone Poisoning 


Q.—A 5-year-old child exhibited what appeared to be 
classical signs of hydrocyanic acid poisoning four hours 
after swallowing a large number of cherry stones. Could 
there be a connexion, and have any previous cases been 
reported ? 

A.—Hydrocyanic acid is not present as such in cherry 
stones. They contain a glucoside, amygdalin, and an 
enzyme, emulsin, which in the presence of water produce 
hydrocyanic acid, and the stones must be crushed before 
this reaction occurs. The amount of prussic acid obtained 
from 12 oz. (360 g.) of crude cherry stones is said to be 
not more than 2.3 gr. (150 mg.). This would be sufficient to 
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produce symptoms of poisoning, and might even cause 
death, but it is improbable that so large an amount would 
be eaten. There appear to be no recent references to 
cases of poisoning from eating cherry stones, but Taylor’ 
refers to a case in which a girl aged 5 ate a large quantity 
of the kernels of sweet cherries; after a few hours she 
developed symptoms of poisoning, and she died after an 
illness lasting 40 hours. Her older brother also ate some 
cherry stones and was ill, but recovered. 


REFERENCE 


' Taylor, A. S., On Poisons, 1875, p. 632. J. and A. Churchill, London. 


NOTES AND COMMENTS 


Ethylene Disulphonate in Asthma.—Professor N. Sapeika 
(Capetown, S. Africa) writes: The answer provided (“ Any 
Questions ?”’ September 12, p. 446) regarding the value’ of 
ethylene disulphonate is incomplete. The Council on Pharmacy 
and Chemistry of the American Medical Association reported 
many years ago' that ethylene disulphonate (“ allergosil*’) is 
essentially distilled water. The evidence of the existence of such 
a compound is open to serious doubt. The compound, according 
to their expert chemists, could only exist on paper. Some idea 
of the dilution claimed is gained from the computation that 1 mg. 
of so-called ethylene disulphonate would require about 250 million 
gallons of water. According to another calculation’ the entire 
quantity of water flowing over the Niagara Falls for seven days 
will have to be collected in order to obtain enough water to 
dilute | mg. ethylene disulphonate to the stated concentration. It 
has been estimated that 1 mg. would be worth 5,000 billion 
dollars. The subject was fully reviewed by the Council on 
Pharmacy and Chemistry, who condemn exploitation of physicians 
and patients. 

REFERENCES 
' J, Amer. med. Ass., 1946, 131, 
2 Ibid., 1949, 141, 1197. 
3 Ibid., 1946, 131, 1502. 

Our Expert replies: The original question did not ask for the 
value of the treatment but only for its rationale and contraindica- 
tions in asthma. My remarks on its value were, therefore, brief. 
Professor Sapeika’s comments will no doubt interest readers even 
though “ allergosil ” is not now available. 
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5-HIAA in Urine.—Dr. G. X. Trimare (Long Beach, 
California) writes: Reference is made to the question concerning 
5-HIAA in the urine and whether it is excreted in excess in any 
condition except argentaffinoma (“ Any Questions ? * September 
19, p. 516). Your expert stated he knew of no condition other 
than argentaffinoma in which gross increases of 5-HIAA occur. 
Evidence is available which indicates that some clevation in 
urinary 5-HIAA may occur in non-tropical sprue and in some 
individuals within a few hours after the ingestion of bananas. 


REFERENCE 
' Sjoerdsma, A., New Engl. J. Med., 1959, 261, 181 and 231, 


Correction.—We regret that in our issue of October 24 (p. 804) 
the word “ linguets * was used without the usual inverted commas 
to indicate that it is a registered trade mark (of Ciba Laboratories 
Ltd.). 


Collected Articles from the “ British Medical Journal ” 

The following books are available through booksellers or 
from the Publishing Manager, B.M.A. House. Prices, which 
include postage, are now the same for both inland and overseas. 

Refresher Course for General Practitioners, Volumes 2 and 3 
(26s. 9d. each). 

Clinical Pathology in General Practice (22s. 34d.). 

Any Questions ?, Volumes 2 and 3 (8s. 3d. each). 
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